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Abstract (Basic): WO 200216350 A1 

NOVELTY - 3-Amino-tetrahydroquinoline derivatives (I) are new. 
DETAILED DESCRIPTION - 3-Amino-tetrahydroquinoline derivatives of 
formula (I) and their salts and prodrugs are new. 
X, X1=H. halo or optionally substituted amino; 
R1, R2=H or optionally substituted 1-6C alkyl, or 
NR1R2=optionally substituted heterocyclyl; 
Q=a bond or spacer having 1-6 atoms in the chain; 
Y=abondorCH2Y1; 
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Y1=a bond or spacer having 1-5 atoms in the chain; 
T1,T2=CR5, Cor N; 
R5=H, OH or1-6C alkyl; 

R3=H, 1-6C alkyl, 1-6C haloalkyl, 1-6C alkylcarbonyl, 1-6C 
haloalkylcarbonyl, 1-6C alkylsulfonyl or 1-6C haloalkylsulfonyl, and 

R4=H, halo or optionally substituted aromatic, 3-9C cycloalkyl or 
3-9 membered saturated heterocyclyl. 

ACTIVITY - Antidiabetic; Cytostatic; Ophthalmological; 
Nephrotropic; Neuroprotective; Anorectic; Gastrointestinal; 
Antiinflammatory; Antibacterial; Anti-HIV; Osteopathic; 
Antiarteriosclerotic; Cardiant; Hepatotropic; Antiathritic; 
Antirheumatic; Antipsoriatic; Antiallergic; Antiasthmatic; 
Dermatological; Nootropic; Antidepressant; Anticonvulsant; Virucide; 
Respiratory; Vasotropic; Antilipemic; Antipyretic; Vulnerary. 

MECHANISM OF ACTION - Somatostatin antagonist; Calcium antagonist. 

In assays, 

(2R)-1-((3R)-6-chloro-3-((dimethylamino)methyl)1,2 f 3,4-tetrahydro-1-qui 
noliny l)-3-( 1 -indol-3-yl)-N-(( 1 -((1 -methy 1-1 -indol-2-yl)carbony l)-4-pip 
eridinyl)methyl)-1-oxo-2-propanamine (la) exhibited IC50 values for 
SSTR2, SSTR3, and SSTR5 receptors of 0.08. 100 and 500 nM respectively. 

USE - Useful for treating and preventing diabetes (claimed). (I) 
Are also be useful for the treatment and prevention of e.g. cancer, 
diabetic complications (e.g. diabetic retinopathy, nephropathy or 
neuropathy), obesity, pancreatitis, colitis, Helicobacter pylori 
infections, AIDS related disorders, osteopathies, hypersensitivity, 
Crohn's disease, arteriosclerosis, cardiac infarction, reocclusion 
disorders, cirrhosis, inflammatory disorders (e.g. rheumatoid arthritis 
or psoriasis), allergic disorders (e.g. asthma or atopic dermatitis), 
CNS disorders (e.g. dementia (such as Alzheimer's disease), depression, 
epilepsy, sleep disorders and multiple sclerosis), ophthalmological 
disorders (e.g. glaucoma), chronic viral encephalitis, adult 
respiratory distress syndrome, bacterial pneumonia, liver failure, 
viral hepatitis, AIDS infections, Bechet's disease, nephritis, renal 
insufficiency, toxic shock, toxemia, hypercalcemia, 
hypercholesterolemia, hyperlipidemia, systemic lupus erythematosus, 
fever and wounds. 

ADVANTAGE - (I) Have low toxicity and can be administered orally. 

pp; 114 DwgNo 0/0 
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3 o) mmm*tzimmffi&w&<D z r>ffi • f&cKss«:aBia 
m ; 

3 i ) m%mmut^m c i ) ^fcis-t^n 30 

[0 0 2 0] 

[«M<o3l3S6<ojg|IB] — «*£ (I) x^Jit/x'ii 

[0 0 2 1 ] rr-e, r/>nyy^j irLTJS* ^ y 
7;y^ 40 

[0022] rs*S**u-ci^rt>J:v^r5yj 

Ci-.TA^K *A^A% ^n^i^bSjh/C^-Cfc-fcl* 
a yyft^iirv^t fc J: i^d . . r A-3f /u^ A-*~ 
[0 0 2 3] rrT% r^o^^kSttTt^TfcJlV^C 
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[0 0 2 4] 1^x2ff^1t£tlX^Xi>&\i*Cx-*7fr* 
[>> o y Wb$ftTl^T £ V^C, - « TA-^r/U;* A-*~ 

Am t LTIi, aii^R'asJitJtf rgssis*: 
[0025] —Kit (i) xjsitfx 1 *, w— * 

[0 0 2 6] — «S; (I) *K R l ^5J:t5R 2 T^$tbS 
rtt*S*# UTi/^T ^ J: v>Ci - 6 T^*am fc*3«t 5 
ra - ■ TVi^wj ^LTii, WxS, y^vK 
-fu >f V^d fVK y^/W, >f yf^fV, sec- 

tert-^^A^ 'O'^vK ^^rV/W*if;65^(f 

[0 0 2 7] a£ riM-^r t L t v n 1 1) J: ^c, . 6 T^^r 
AM {c4o^5 ra»Sj t LTH 09x.ll. ^No^vjp: 

*a^;*\ t r^y, ^ey-d-eT^/ur 

^y ^f/ur^y, 3L^;ur^y s yntvur^ 
y. ^yyat>7^y, -f^^T^ytuE) , ^-c 

^y. \f)VT ^ y , ^yf/t'T ^ y , ^;vy^ 

A-T^yft^) , ^7U/<^e-Y 

^) % ^ey-a-eTA^/i — ^/u/^-r/u y^/u 

/u3f-/u-^7/w<^e^/u v?y ^/u^7/w<-=e^/u, 
zc^tvii A/<^-f A' > ^^^y ^/u^/w^^-^r^^ 

if) % ^v v J >{k£ftX\,^Xh£\<^C l -e7/l'*cSl'X/i'* 

a^a^^t ^ y , s^vp^itzinxb^xt) iv^c 

t-eT^^r^-^^^^r-^^ K. C, - 6 T/U^ is- Xfr 
^^■"^^ K (0iJ, y h^ri/^^^rl^^ h\ ^ h=^^ 

(W, y ^yU^/W^^/U-T ^ y , xf;^;V^^/V7^ 
yftW , 0,-07;^-*^^^^ (09. Tir 
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V % yh^r^;^yu^v'4if) % ^-y -C,-» T/u 

So «ifc»#2««-h*>»a\ #B»SttW— e*o 10 
[0 0 2 8] mJie r/Noy^ksix-ct^TfcJzi^c-.v 

^D7^;uj i:LTI4, 0J;t« % lfcl^L5<B, » : * L 

p^p tfVK v'^P'O'^- 
LTIi, cr^o t:VK i^P^^K v'^P'O^ 
2,2 > 3,3-fl*77;l/tD^P^f;K 20 
[0 0 2 9] huIS r^pyyft$tltvxT{)J:V^. B 7 

3£Ki4if) £r*TLTl*T fc i^CeT/Un^v 

> h^rix, ^Naf-i/, ^O^V, ^h=3r->. ^>"?VU 

^Mrv-fcif) t£Z&m?hlnZ> 0 JUMHtlyCfi* M*. 

oihdrv. 2,2,2- h y 7;^px h3^>, ^p 

-fy^P^^ yF^r'X 4,4,4~hy7/U 30 

tny^x -fyyj**^ sec-i/h^v^ -<>-^ 
[0030] huIs r^ny^^ttr^T^ctu^-er 

3#3ifcif) £#LTV^Tk J;^C l -6T/^ar/^^ 
(taJ, y^/U^al-, 31*-/^^-, 7 p Dtr;W, -YV7 P 

y^>^;*\ ^jv^Jr^ 7 p nt B /i/f^ ^y^ntVv 
-J^^Hr, 4,4 ( 4-MJ7/^D^ft, 

[0 0 3 1] mjfe r^oy^t$4x-cv^-cfc«tv^c,-.r 
»*U<ttl*t^L3fi<o^n^^IR^ («L ^iy^. i£ 

-ok ^<>*y-OK ^*-tf-y-oufcir) fcifa^tfk 
ti^o AftWtLttt:, T-tr^/K ^ey^pp 50 
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Tir^vK h!)7/v^P7tf/K M^onTW 

zk /o/V^f^ :/*y>f/K ^v^y-r/K 
[0032] Bute r/>Dy^{b$ixr^r^ iv^.^r 

/u^jirXjisfr—jUj t LTI4* ^x:rf. l*t^L5<B, # 

Uf. ft** 3**4 if) Sr*LTivcfcJ:v*c 1 -.r/u* 
/u*yUsj?:s/U y ^/UJ^/i^—yK 3i^vu^/U7fr - 
/K ^p tfyU-X/Ujfc^yK -<y/p^/^=;K :/ 
^vUJX/Uvft^/K sec — l/^vU^/Ust^/K tert — 
/u^/u^^/u/jrif) 4if75^tfbnSo A*«Httt 
14, ^Jxf^y ^/i^A^^K i/7;u^p> ^/u^/utf; 
~/K h y 7;^o^ ^vu;*/u#;~/K 
✓K zftj fcVu^/U^^/u, -YVyn^u^u^K ^ 
4,4,4- h y 7 frJrnzf^fr^fr'fr — 

[0033] mjfe r/>py^ksjxrv^TfcJ:v^c,..r 

7A^-*/U**f5 K (^J, Tir h7^; h\ ^p^ 

h\ ^y7>; K4if) ftif^iffctiSo 

«t LTI4. ^Jx.(4Tir h7 ^ K> hy7;^o7t h 

So 

[0 0 3 4] mJl2 rs*S*r#UT^Tt«tv^Sae 
Sj i:bri4, ^i^OR 4 T^^^bS rEftSSr^TLrv^ 

[0 0 3 5]R'a 2 t ^mfti-dMR? i: t 
-TS rE»SS:^Lrv^TfcJ:^'&S*«3llSj t-fett 

& x xmrnm+tt* bm&ti z> 1 * v > L3e x p ^ 

v^v, -^yu^y^. ft^yy, t^y-yy, tf^< 
^v 5 ^. ifpyv?y, ^t^fi/y^;y, — ^^y 
fuy>f ^y, ^tt KPtfy^^y, 1,4-^Tif 
/O, *5£riZtib(D^ffiftl$&#;T ^ ^ («, 1,2,5,6 
-7 s - h7t Kp ^y i^Wjrif) 4^*s*lf61xS D 
-Cfe^e/^y^, txy>yy, t^^v?^. tfpy^v 
4if^$?^uv> 0 

[0 0 3 6] ^ rfflftKSrWbTV^rfc iv^fi*** 
3tj f-*5«t-5 rs^J i:bT(4, ^ 

Lt^ttJ:^C.M7y-;K StftSSrWUrv^Tt 
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7y- /u- ^A^tf^/K S&S£^f L-0>Tt> <tv>5ft 

Sfc, «*&S#2«»±©»£\ #B»aStt:W— efc 
[0037] 8WB r/>pyyftjixTv^fcJ:t^.,7 

a^SRftir) *:tL"Cv»ttJ:v^c,-.r^*/u («L y 
^vu, :/n tVK >f y^n fcTA\ r/^vK >C V 10 

y^/K see — :/*7K tert-r/^VK 'O'^VK 

y7Wo>f/K 3^A% 2,2,2- 

/K 3,3, 3- h y ^/U^-n^nfcT/K ^V/ntVK ^ 
^jU % 4,4,4— h y^A^u^^vK y^f/U, sec- 

tert — t/^K ^>^A\ y^>f;u % 

6,6,6- h y 7/u*o^**»uft4fASttrf ^ix^o 20 
[0 0 3 8] ftufE rx>n^WkSiXTV^Tfc«tl^C,-«r 

C^TA^A^A^-AM ^LTfi, BftlS re»S«:W 

[0039] ra»**rWbTv^-cfeJ:v^c;-, 4 r!; — 

4r*S#*Ll\, 30 

[0040] rejfts*#UTi^-ct«ti>c-i.r^/u 
*A-j ic*5ft£ re,. ..t^a**- am tim 09*. 

1^. 'O'v^K r^^^K S^m^A^^vK h y 7 
m—A^y^A-, l--?-;7^;U^^K 2-^:7^1^^ 
A\ 2, 2— ^7*=/l'Xf-;K 3- 7 xnyv^o t?A% 4 
-7x^;^f/K 5— ^^^A^^^A'ftifj&s^ff ^ 

[oo4i] rggis^ur^T^^v^-^r y — 
/u— ^a^j^a-j c^stf* rce_ J4 r y — a— jj/urf— 
AM tLttt, fr* i-t7 K;k 2 40 

— h>r <b*i*„ 

[0 0 4 2] rH*££#LT^Tfc J:^5ftv*Ll0fl 
^S^S^S^j KisttS r5ft^Liofl35r#»«*« 

li. 1 ftl * L4ffitfV^ p J©^ £^t?5ftv > L10fi<D 

IS, 0iix.fi, 2-*fctt3-* L :«A' ; 2-,3-£fcll4- 
ey^;u ; 2-£fcl23-:7 y /u ; 2-, 4-^fc5±5-^T 
y y/U ; 2-,4-^3tfi5-^-^ri^> r y/U ; 1-,3-^fc 50 
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|j:4-t°7/y^ ; 2-^7^ ; 2-, 4-£/cl3:5- fc° 

y s s?=7u ; 1-, 2-^^(13- eo y a* ; 

ii4--r * y/y/u ; 3-*fctt4- try ; 3 — r 

y^-T^yyU ; 3— f y^-^r-^^y /U ; 1, 2,4-;MMr^ 

— r a- ; i,2,4-^-^ri^> ? r> r — ^-3--r 

/U ; 2-, 3-, 4-, 5-3: ^{18- *y y A' ; l-,3-,4-, 
5-, 6-, 7-^^118 — < y* y y a- ; l-,2-,3-,4-, 
5-,6-^/clj:7~^>Ky^ ; 1 2-, 4- £ /cf±5 — f 
y^yKy/U; 1 - , 5 - ^13:6- 37 * 7 A- ; 2-, 3 
-^fc(^5-^y ^r*^y ^/U ; 2-, 3-,4-,5-£^f±6 
-^y^77^ ; 2-,4-,5-^fcil6--<^y^TV f 
y^U ; l-,2-,4-,5-£fcf3:6 ^X^f ^^y;^ 

[0 04 3] mm rs*S«:#LT^TfcJ:u^C-,4r 

y— am . rs^s^^uri^r^ iv^c-i, 77^ 
A-j , rBjfts*^rL"Ci^rt3«ti^C6-i 4 ry— 

ofl^#^S^-^^j (cjsitd rstftsj ttm 

xfi, ^oyyjs^ («, 7^i, mm % Mm, stm 

ft if) . C-^/^^t^ yfuy^ 

>^ 3L^-U>-^^^ftif) , ^hP, 5/7;, 

v^^J:v>c 3 . b ^p7^;K ^oyw^titv^ 

tKo^ r-;y, : ty-c,.,7 
/u^r/ur^y >f/i^7^y, ^^-yur^y, ^p 
tf/wr^y, >f y^p ^7$ / , ^^-/ur^yft 
if) . ^.,7^7^; (W, v^y^/ur^y, 
^xf/vr ^ y , ^D^u7^y, v^y^/ur ^ y , 

/K ^nsK^p-i/j&^sR^/K tert— ^ h 

ft£*) , ^ey-C-eTyu^/u-^^w^^yu (« % y^ 

tVftjVs^^ jU, 3L?-jVj3;\s/<=£s( ;vf£¥) , ix— C,-» 

if) % ✓Nn^v<fcStb"Cl^T4>J:v>C,.,T/u^^/^ 

...T/^/u-^^f? K, C-,7^3^-M 
^^rif ^ K («, y h^rv-^/^^r*y-^ K, ^h=¥^^7 

/U/^^i^^ KftAT) , C,- 6 7;^/^/^^U7>; 

(^j. y ^ /u^;i/^-/v7 ^ y » ji^/w^/u^^/^t ^ 

yftif) , C,.,7/^-*;^^^^ («, Tir 
^;^;^^'> (^J, y h^i/^;U^;l/t#V, ^ 
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<bix£o ESS^Slt, #Jxtflftv>L5<@, #£L<te 

[0 0 4 4] r^>ny^{b;$ixTv^Tt>J:v>c 
,-r/u*>uj turn S9e ra***:#Lr^rfc 

[0 0 4 5] r/>Dyyft*JxtPttJ:^C.r>^D 

kj fctrtt, me ra*ss:^r 

TW^LfcfcOflSJB^fcilxa. 20 
[0 0 4 6] R l *5j:tffi l tt* IB— *fc(±»ftoT, 

[0047] -«5t (i) + % Q-e*4*t* t&m<om 
i^U6fiiS*orv^raiHS:fici*i-'5o rrr% r±® 

[0 0 4 8] r£A0JK?-jRl ft^L6W<- J 
<bLT(i, -s-. -co- % -so-, -SO 30 

, — nr° — (R'tefcmm*. ^o^ftshrv^t 

ct U >C, - e T/l^/K n y $ frT V % T <fc V N Ci - 6 T 
/U3r /U- # /Utf ^D^ >^fc £ ttr i h J: 1/ ^C, - o 

t >2fficoc l . e *S5SRYk*5RSd» m&thZ 1 ft i > L3<g 

*^ft-52«isft^**f e>n&o 

[0 0 4 9] ::t\ ^Dyy{b^tiT^Tt)J:PC 

^T^^bfrSo 40 
[0 0 5 0] r/Npyy^^iiTPTt)«J:V^. B 7^ 

[0 0 5 1 ] Ty>ny>-{t:$nTV>T^ Jzi^tf^Ct-e 

*at«K<t**Kj Kfcfta r2«<Dc..*ai««Yb* 

X£j ^LTIL «lx.tf, lftV^LSffl* #£L<ttlft 
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(1) C-eT/U^^ (#J;iH -at-. -CF,-. -(C 
HO j -(at),-. -(ch,) 4 -(CH*) 5 ~(C 
H 2 ) 6 -aKCH,)-. -C(CH,) 2 -CH(CF 3 )-. -C 
H(CHa)CH, -CtfH^CH,-. -(OUCH,)),-. - (CF 
2 ) 2 -(CH,), C(CH,) 2 -(CH,) 3 CCCH^). -ft 

^) ; 

(2) C- 6 T^>5r^U> -CH=CH- V -CH,-C 
H=CH-, -CH, -CF=CH-. -0(0^ ) 2 -CH=CH- , — C 
H 2 -CH^CH-CH -CH, -CH, -CH=CH-, -CH=CH 
-CH=CH-. -CH=CH-CH 2 -CH, -CH, -ft if) ; 

(3) C- 6 7^^U^ (#J;U;£, ~C=C-, -CH, -C 
=C-. -CH, -C=C-CH 2 -CH 2 -ft if) ft iftf^lf <b*b 

[0052] k rjiom^ift^te©^-* 
(D lft^/^L3fiS60/>uy>'l^^•^^-urv^r t> ^^d-e 

T/^uy (fllxtf, -Ofc-, -CF 2 -(CH.),-. 
-(CH 2 ) 3 -> -(CH.)*-. -(01^)5-, -(%)«-, - 
CHCCH,)-. -0(00,-, -CH(CF 3 )-. -CHCCH.JCH, 

-CCCH.),^ -(CH(CH 3 )) 2 -, -(CF 2 ) 2 -, - 
(CH 2 ) 2 C(CH3) 2 -. -(CHJ. CCCH,).-/^^) ; 

(2) l^^tsi^pyyiiF-^ttTv^T^ctv^^ 

T^tr-Xsl/ iMxJZ. -CH=CH-, -CH 2 -CH=CH 

-CH 2 —CF—C\\— X -C(Ctii) z -CH=CH- % -CH 2 -C 
H=CH-CH 2 -CFU -CH 2 -CH=CH-, -CH=CH-CH= 
CH- . -CH=CH-CH 2 -CH 2 -CH 2 - ft t*) ; 

(3) lft^LSfgcD^ny^T-^^rUTV^T^ J:l^-. 

r/u^-^u^ (Mx.il -c=c-. -cfi 2 -c^c-. -c 

H 2 -C=C-CH 2 -CH 2 -ft ¥) ; 

(4) -(CH 2 ). 1 0(CH 2 ). 2 -(CH 2 ). l S(CH 2 ). 2 -. - (C 
H 2 ).iC0(CH2). 2 -, -(CH 2 ).,S0(ai 2 ). 2 -(CH2).!S 
0 2 (CH 2 ). 2 -. -(CHi).iNRr(CH,)..- ; 

(5) -(CH 2 ). 3 C0NR 6 (CH,)^ - (CH, ). 3 NR 6 00(011, ). 4 
-(CH 2 ). 3 SaNR 6 (CH.).*-. — (CH, ) , 3 NR* S0 2 (CU2 ) 

B4 -, -(CH 2 ) w3 C00(CH 2 ). 4 - ; 

(6) - (CH 2 ). 5 NR* CONR 6 b (CH ) . s - ; (R 6 (ImJtB t mM 
;R 6b fiR 6 tmM&i ; wlfeJ:^w2fi0ft^L5^ 

MSctr, ri>owl+w2^oftV>L5£: ; w333J:Wp4tt 0 ft 
V^L4(DIM, ^^Ow3+w4755 0ftl/>L4^r ; w5ioJ:t5 
w6Ji 0 ft t ^ b 3 cD^gc£r, ^i^ow5H-w6^ 0 ft ^ L 3 
•T) ttZ&mirftDtiZo 
[0 0 5 3] QX'^ZtlZ r^®<7)^^c 1 ftV>L6CD 

j (1, »^b<iic 1 - 2 r/u^fu>' 

-CH 2 - V -(CH 2 ) 2 -ftif) , -(CH2).iC0(CH2). 2 -, 
~(CH 2 ). 3 C00(CH 2 ). 4 - % -(CH 2 ) W3 NR 6 C0(CH 2 ). 4 - % - 

(CH 2 ) . , so 2 (CH. ) . 2 - (e-g-temje t Pti) ; ^ h I- 

94KI4- (CH, )* 1 CO (CH, )„- - (CH, ) . , COO (CHi ) . 
4 - (e»ll«B4:lRl*«i) ft^T-fcSo 
[0 0 5 4] Q(±, »* L < C.mu^ 
-CH,-, -(CH,),-ft^) , -(CH 2 ). 1 C0(C 
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Ha).,-, -<CH,).,C00(Clk).«-, -(OU. 3 NR 6 C0(C 
H 2 ).«-, — (Ola ). i SOz (CHz ). 2 — (iS^-flfflieir^^ 

m) ; $«b(c»^b<{±^^, -((%)., cocao 
-(CHj.aCoocc^)., - de^-i^jie^^a) 

&^-C£>*K £ 9 frit -CO- LV\, 

[0 0 5 5] -f&X. (I) *K Y^^^tzl-X-CH 
2 — Y ' - (V l±j^^^fc^±ffi(7)^Sri^^b5 

[0 0 5 6] ::t\ y* r^fco/^gu 

[0 0 5 7] r^c/)^|&l^V>L5CO^-<— Ih-J 

£ ttii, #J;tl;£-o-, -s-, -co-, -so-, -so 
2 -. -NR 6e - (R 6b ^buISR 6 iRSi) fci^p^y 
{b^tl/tv^T J: V ^2ffi<7)C J . 8 ^S^f b*S-ga> <b il 

[0058] m ^m<om^i ^^L5^^-t 

(1) l^V^LSfgcOxNcry^^-^r^-Lrv^r^ J:V>C,. S 

(#JxJ:f. — CH 2 ~, -CF 2 -(CH 2 ) 2 -. 
~(CH 2 ) 3 -, -(CH.),-, -(CH 2 ) 5 -, -CH(CH 3 )-, 
-C(CH 3 ) 2 -, -CH(CF 3 )-, -OKCHJCH, — , -C(CH 3 ) 
2 m-. -(CH(CH,)), -(CF 2 ) 2 -, -(OU 2 C(C 
H,),-ftiT) ; 

(2) 1 fcl > U3<@cr)^ pyyl^^tbtl/ fc J: l^d - s 
T/U^^U^ (0i|^L^f . -CH=CH-, -CH 2 -CH=CH 

— % -CH2-CF=CH- H -CCCHj). -CH=CH-, -CH 2 -C 
H^CH-CH,-, -CH 2 -CH 2 -CH=CH-. -CH=CH-CH = 
CH-, -CH=CH-CH* -CH 2 -CH 2 -ft £f) ; 

(3) i^v^L3(B^Dyyg^ttr^rt) iv^- B 

77V^nuy (#J;ikf. -C=C-, -CH 2 -C=C-, -C 
H 2 -C = C-CH2 -CH, -ft ; 

(4) -(CH 2 ).tO(CH 2 ). 8 -. -(CH 2 ). 7 S(CH 2 ). 8 - % -(C 
H 2 ). 7 C0(CH 2 ). 8 - x -(CH 2 ). 7 S0(CH 2 ). 8 -(CH 2 ). 7 S 
Qi(CH,)..-, -(CH 2 ). 7 NR 68 (CHj.s- ; 

(5) -(CH 2 )..C0NR 6 ° (CH 2 ). J0 -(CHz)..NR 6> C0(C 
H 2 ). l0 -, — (CH 2 ) . 9 S0 2 NR 6 8 (CH 2 ),io~, -(CH 2 ).„NR 

6o so 2 («).,.-* -(ch 2 )..coo(ch,).io- ; 

(6) -(CH 2 ). ll NR 6a C0NR 6c (CH 2 ). !2 - ; (R 6 8 {inufS t 
mnm* ; R 0c tt*HER* £1^6^* ; w7*5<£tfw8f3:0 ft 
l^L4cD|gi££. ^ow7+w8j^0ftl^L4 S: ; w9:fcj;t5 
wl0te0ftl>L3<7)MI&£\ a>ow9-hwl0riS0ftl^L 3 

£ ; wlli3j:t5wl2liOftt>L2<7)ffiSc^, 2nOwll+wl2 
^0ftV>L2^i") ft^ri^f «bix£o 

[0 0 5 9] Y'T^£*x£ r 3£f*<7)J[gT-?£ 1 ftl^ L 5 
CD*-*—- 9— J 14, ffSL<ttC,.,7^l/y (fWx. 
tf % -CH 3 -. -(CH^-ftif) ; -(CHj.^teHs) 
. b ; -(CH 2 ). 7 S(CH 2 ).s- (IB-S-ttHaflBtPfia) 

ft£"cfc£ 0 



18 



[0060] v'te, ff4i<iigd^ c.-.r^^w 

> -Ob-, -(CH^-ft^) ft^t?fc6o 

[0 0 6 1] Yte, #£L< KMS-g^ C 1 - 2 7;^U>' 
Mxtf, -CH 2 -. -(CH,),-ft^) , -CH 2 0-ft<*f 

(«x.tf. -ch.-, -<cn,),-ft±f) . W:ff*t< 

[0 0 6 2] -«5£ (I) 
10 [0 0 6 3] — «5« (I) T'&JlOT 2 ^ ^ttl^tl 
C (R s ) (If 14**1^ t Ko^^*fcliC,- t 

[0 0 6 4] R 5 ^^ rCt-eT/^^UJ £LTJ4. 

[0 0 6 5] R 5 {±, »^U<fi**iS J F--efc6a 
[0 0 6 6] — ( I ) ; ■ - 3^grg\ T 1 J: 
20 T/T*flS, 1^— S^ttSftoT, CH*fcliN"e*>-5»& 

[0 0 6 7] —/ft* (1)4". R 3 T*^$tLS r/MJ^y 
R 2 irjftSWjrt-aSEJMB^i: fc i>\mtitr& rntftSSr^r 

[0 0 6 8] R 3 -e^$ttS r^oyWfcSJxTVv-cfcJ; 
30 T^tt)J:^C l -67/i'^;U^^/!/j £LTf4, MC 
TVi^Ki l^ftS rsiftSj fcLtflSLfctO^ffl 
[0 0 6 9] m r/>nyyftSftr^tt«J:^C l .,7/V 

[0 0 7 0] r/May^fb^tLTV^Tt -tV^CeT^ 
^u^^/u, ^^/U^/U/^nyP, sec— 7 s FjU*jI'7}>~ 
[0 0 7 1] R 3 (4, L< fi**J0R^"C*)S o 

[0 0 7 2] -«SC (i) <K R 4 ^^^ rs^g^ 

[0 0 7 3] K^SS^SJSSt LTttc. 
50 jft»bffia©HB©**IR-T-«rl»i^"C-e# SltfS^rf fe 
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hZ> 0 0E r^Ls^SSj i: L-CIS. >- 
[0 0 7 4] rs»^»6A5ir«RlKMj i: LTft, « 

«tr5*fctt6*3Sr#««*jiKc^#lf 6^6. Hrfritt 

^rt^ry-/K 1,2,4-^r i^ry— ;k 1,3,4-^7 
[0075] r^s^sisSj <o&ttmb Ltli, 7 
2-, 3-^?tfi4- e y >vk 2-, 4-^feji5-^-r ✓ y 

/K 2- f 4-4fcr45-3j-**yy^ 3-*fcli4-t D 7 
yy/K 2-t ( 7^K 2-, 4-^/t{±5- t°y ^ Z/^ 
A\ !-.2-4fcr±3- fcfu y/K 2-*fctt4— Y S 

^vy^K 3-**itt4-tr y 

y/K 3-Yv^t/y/u, 1,2,4-a-^u-^r;/— ^ 

[0 0 7 6] rjB^SR^j * LTte. 
(«Ffl< tt2fti^L4«W;, #*L<te2£fctt:3S5£)3§f 

mtfbKZo m m&&m&%&&\ tint 

B^**K4bfc*. »^*«W3Sr«l^*«ft4f*» 
[0 0 7 7] 0E r***«5*3?»K«ffc**j fc 

h\ «?ttf, «*»9ft^ui4«©tt^#«a:(2*fcr3t3 

[0078] 1% m&&m^mwmmk\ t lt^ 
m*frbm\*tiz>^ : rvm*&im&-t 1-4 

«)*rgttf9ftl*U4» % »*U<tt9*fcttlO*^>«^ 
#«S3SrSR«*«4 4fds*rt r feixS. ^ m&4f>M& 

^mmm l-c», ^7?^ 

[2,3-b]^-*^^^. ^fy^yyy, *yy>\ 
— >K *v**y>\ 7xfyhy^y, ^^s^rV 
>\ ^^y^^^ :7*9s*>\ -*-:7*-y^>\ 
yy>\ yy/yy, tffr***S— /k 0-;#/M*y>\ 
r^y^v, y^-r^is* -79^% KttifaMWf&ix 

So 

[0 0 7 9] rjB33§r#teaSj OJWMfli: LTIi, 1- 
^7^}V ; 2-^^^/U ; 2-, 3-, 4-, 5-4fcte8-=* 

y y a- ; i- f 3-,4-,5-,6-,7-4fc(i8 — r y 

;U ; i- f 2- i 3-,4- f 5- f 6-*fctt7— 4> h'VtV ; 1 
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2-, 4-4^ii5 — r y-r ^Ky^u ; i-.s-^^m 

-7*7 *S~As ; 2-, 3-4^ri5-^ry y — ; 2 
-,3— t 4- p 5-*fctt6 — <yyfx-;U ; 2-, 3-, 4 
-,5-4fcf« 'y/77^ ; 2-,4-,5-*fctt:6 

— iyyf7yy^ ; 1-, 2-, 4-, 5-4^1*6-' <>-x 
s *v y /Ke if 

[0 0 8 0] r«ft«3ir»|faSj t± % 2««_h<#* L< 

[oosi] m%&mM&ftk ttn, 

66^Li 4<o*^4/ t c^^#^3§ : S^{t:*m 

oft (^4 u< &5*tz:te6m^&mmmm*hm&*hz>2 

[0 0 8 2] 3S#B«^ff<B#*L^«i:LTtt:* #J;i 

tf-^if^ -*-:7*u>\ trysn^ ey v^y, 

7x^ 77^, ^TV—fr, 4 y^7/-/K *^r*y- 
20 l,2,4-tH^7/-/K 1,3,4-**1^7 

1, 2, 4-f7'^7y-/K 1,3,4-^7^7/- 

/K ^/yy, ^y^;yy, ^^-k-zk ^^✓^* 

[0 0 8 3] rat«^35r#saEj Oft#fli Ltlt 2 

-,3-4^H4- t*^^^y/U ; 3-(l-t7f/U)-l, 
2,4-^t^7/-;u-5-^;i/ ; 3- (2-^7^-/u) - 
U,4-tH'y7/-^-5-^^ ; 3-(2-^<yy7 

30 7^)-l,2,4-^t^7y- /U- 5--r^ ; 3-^oi 
^/V-U^-^t^y-^-S-^/U ; 3-(2-^< 
>XHr^V y ^) - 1, 2, 4-^tv?7y-;v-5-^ 
/U ; 3- (3--Y yKy f^) -1, 2, 4-t^t^7/-^-5 
— ; 3- (2— r > Ky^)-1.2, 4-***^T/— 
yW-5"^;U ; 4-7x^7^-^-2-^/1^ ; 4- (2 
-^y/7 7^)f7y-^-2 — ; 4-7x^;u 
-1,3-*^-^/— f /U ; 5-7x^/1/ — T 
7/-/L'-4-Y^ ; 5-7xx;^t/-^-2-^f 
JV ; 4-(2-fx-^)7x^ ; 4- (3-^^^/^) 7x 

40 ^-/U ; 3- (3- tf y ^)7xn;U ; 4- (3- fc° y v^/U) 7 
ol~?V ; 6-7x^-3- t° y v^U ; 5-7xX^-l, 
3,4-t^tv ! 7y-^-2-^;U ; 4-(2— r7^)V)7 
xr:;U ; 4-(2-^y/77^)7xX;l/ ; 4,4* -7^/U 

7s=/wftif#*rr ^tt5 0 
[0 0 8 4] ifuiBLfc r^sissj <Dftd^t>. r^s 

[0 0 8 5] r^S^SlSSj tt, ^L<fl7x 
^/K 2 -4fcte3 -^^/K 2-, 3-4/c^4- 
fcf y iM--Cfc5 0 
50 [0 0 8 6]g| ft, fS*®1^ 
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«5S3£«8e***K. S h L < tt 2 — iy/fx 

2 — <y/77^K ^ K— /^-2->T/K 
>- K— 3 — f yw-efc*. 

[0 0 8 7] R 4 Tvt$^ rttJftSSr^FL-Cl^Tfc <fcV> 

3£#»aej ic*sit<& ra&&j itm «*.rf** 

£T) , C-j/^uy^'V (fl, y^u^*** 
>\ uv^vft^) . - hp. >ry . 

^V-C,-,r;^;i/ (fl, 7x7^rWf;^« , C 
.-eT^/V-Cs-H T y— 6 T/^^/U (fl, y 
f;V7x^;>xf^/j:^) „ ^p^ Wfc£*L"O^T& 
Jz^C - 6 p T IM^ttti J: v *c 

/> p ^ tit ^ 1 1 <t v ^c, . 6 r ;p^r7^f 
*\ t Ko*^ B»££*L-C^-CfcJ:^C.-,,Ty 
-/ut^r^, S^M^Ltv^t)J:v^- lB 77/^ 
/U3-3rv\ 7^/, ^y-C-eTA-^r^T^ y (fl, y 

=f-j\-r x y , xf;i,7 s y , 7 p pt°yu7^/, ^y^p 
tf/ur^y, i/^r s y ft <>f ) % ^-CeT^r 
s y (fl, s^fvursy, v^^vur^y. s^/ntr 

*y, t*>vk 7v/u7^;, r^u^-^^ir^^jf 

[0 0 8 81 R 4 -e^£ix£ r3Sr#KKj tt, Jii2a&^ 
#«KX<DB*^*BftttBI-lft^U5«. #£L< 

[0 0 8 9] r^ny^ffcSfl/C^Tfc -tV^C... T/W* 

Sj l^tt* ra&^j * LTfl^Lfcfc<o#flIi^&ix 
[0 0 9 0] rxNoy>-{b^ttri>-c^«tt>c 3 -e p 
*rvM , f/N p y yf b $ tit^T ^ J: - 6 7;v^;vf 

*i turn iiuia rfa»s**ur^Tt>«tu^Ci..T 

/U^/U] tc^JtS retftSj £ LT«^Lfcfctf>i&Sffi^ 

[0 0 9 i] Hfrffi rH*SSr#UT^rt J:v^c.i«r 
y-A^*>M iriotta rc,. 14 ry-/u**vj £L 

Tli, Wx_tf* 7xn;U^^r^ 1 — ^y^/Usd"* 2 
[0 0 9 2] B9gE ra»3£S:*brv^TfcJ:l^C. 1 ,T 
£LTJi, flail*, -Ov^/U^-^r^ 
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2, 2-v^7x^;>xf;U^'>, 3-7x^;U^Pt e 
yut^y, 4-7x^yf;^^y, 5— ^aL^/wO* 
^/u**vftif*s*tf r *>Jx£ 0 

[0 0 9 3] ritfe rffl|SS:tLtt^t«t^C l .„ 

77;^;vt^i/j Visits reiSISj turn Sufe 

Sell, fl*tflft^L5fi % #*L<f±lftV^3fi"C* 

[0094] Bute rH»S«r^urv^rfc«tv^5ftv^L7 

yj tbTte, flxtf, ^e/u*yy, m^*yy, 
t^7^y-i-^/K fcf^y v?y , t°py^y»i-^ 
/uft^Wfens. K r5*i^U7mfflft«ttr^yj 

[0 0 9 5] rfftS^Wttt>Tt £V*5ftl^L7M 
fifnSMfcrsyj tn*5(t& ra*Sj £lthu mifa 
20 ra»aG«r*TU-cv^TfeJ:i^a5Wt*«j Wart* 

flx.tflftl^L5fi, »^t<(llftV^3fi^fc 

[0 0 9 6] BUlB rr t LTit Mx.tf , * : - 

C0-R\ -C0-0R\ -CO-NR 7 R 8 . -CS-NR 7 R\ -S0 2 
-R 7e , -S0-R 7 \ -Sfc-NR'tf RMi(i) tK 

(ii) B»»«r*urv^-ct>J:v^«{fc**at, 
*fctt(iii) BlftSSrWUrv^rt J:v^**«aE ; R 7 ° 
30 tt(i) SftSlrttt^Ttivm*^ *fctt(i 
i) B»&£*LTV^Tfc«fc^«*StK ; R'tt**®^ 
SfcJid-.T/u^t^U ; R 7 ^:R 8 ^ttB^S^lg 
^ t i: t ^B»»*# L-C^T t J: v ^tt»«»St<r» 

So 

[0 0 9 7] R 7 ttlj:R 70 t^$ti6 rBSISSrWUT 
/K 7fl'fr~fi' % 7}V*r=L>v, ->^p7/^;K 7!J- 
*JSft4r*#4uv\ 

a) c,.^^ (flit a, y^/K /ot° 

/U % tert— :/^vK ^^rVyi^ftif) ; 

b) Ci. 6 7;^x/U (flx.tf, tfx^/U, 

c) Cj.eT^^xi/U (flx.tf, ^n^/u* 
/K 2-^^/Uftif) ; 

50 d) c.,^or;W (flx.tf. v^^p/ptX 
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e) a-,«ry— ^ (tfjx.tf. ^^^k i— 2 

£L<tt:7:xnyu ; 

f) Mx.li, 'O'vvK :7ai*^yK 
^:7oi~yuy^vK h!i7xn;Mf;K l-^^^yu 

2-"^7^/U^^/W, 2,2-is7 ^—sU^^/ls, 

[0098] ra»s^Lrt^TfcJ:v^k**Sj 

fc:fc{t6 r^gi^j £LTd:. /Miy^Bf 

^C l . e 7;^^>/ > ^pyWfc£*tTW>Tfc J:l^C-.T 
7>7 (« % ^f/l/7^ v xf;l/7 5 y % fcT/UT 

$ y , ^y/ot>r>y, y^yursyfcjf) % 

57, ^of;l/75 7, ^f;V75 7, aifvu^ 

1 - b Tyu*yu-#yw#.=./K ft Tyu = *">— 
P/tf^v^/Utf—zK tert-^ h^v^yUztf— yUft 

if) . (;.,jy-^-*/^ (fcL ^v^-f/K 1 

yK ^eyu*>y y ^/wtff^K fcV<y >V ;fcyU7tf~yu\ tf 

^rv'-^/u^^/u (0tj, 7xn/i/t^i/^;^^/K 1 
-^^^yl^^v^yUstf^/K 2-^^^/W^^riX^7/U 
sJ?^^ft4f) % C-,, 7 7^ :3 r^^v'-^/^^ 

yU;tf^/K ^7:n:=iyuy ^yl^:^#yU;tf;=.yK by^ 

tVU^v^l^tf^yK 4~7si^/U^^/U7t 
/U/tf^yl\ 5- 7 x ^/U^>f /Ut 

i-eXy^/^-^/^-^ yw (#k v^^vu^/yw^-Y 
yu x v^^yi^yw^^K ;n^/uy f /U^yU/^/fyv 
&<b*) , C 6 - 14 T y — yu-*/W<^e>fyU :7^~yV 
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(0^ ^ey^ y y #yu»^^yK f-s y >*y ^yu^^ 
yK 2-fc*y vvi^yw^^K 3-eyi/yu^^/<^ 
yK 4— fc?y S^Mf/u**-* /K 2-^:^ -yu^/w^^ 
yK 3— ^n^n^/u-**^ /uttif) , ^p^Wb^K 
T^T^iv^-.T^;^/^^ /K c*-,« x y — yw 
;*yu#;-yu ({^ 7xn;i/^yu^^;u, i — -j-y^/ux 
yU*:=:yK 2--^7^-yu^yu^^y^^ ^) % *yi^yUT 
5 y , xNuy^^ixT^T^^^C.-eTyU^yW-^yU 

h\ Ce-^ry— yu-^yu^^-y-^ k 7 

^) , C,-.r/U3*^-*^sR**$ K (fck y h*-> 
^yu^^-y-5 K, ih^*^H5 K» 7 p p^>' 
^yU7j?^5 h\ y^^/^t; K/«C^) , C,- 6 
Ty^^ryu^yu^^yur 5 y WJ, y^yu^y^^yur^ 
y, ^n^yu^yu^nyur 5 y tUlf) , C^^Tyu^ryu-^ 
yu^^y^^fv- (^J. 7th^^ yN 0 y yU^=^r v- 
/^if) . C6- I4 T y-y^-^yutf^yu;*-*^ (« % 
y r -fy^^rv'. l-t7b>T^^^ 2-^*7 b>fyu^- 

20 > h^rV^yU^^yU^-^ri/, 31 h 

^p^^rv-^yu^^yu^-^rV, ^h^v-^yu^^yu 
^^r^^iT) , ^ey — C-.T/u^/w— */w<^e>f yu^-^f 
> (0*J, y ^yw^yu^^-fyu^-^rV, xf;V^;W^>f 

^e^yu^-^^^iT) , d-MTy-^-*^^^ 
3f-> (W, 7x^;v*/w^>f/i/^^-y, -^-^^yu^yu 

^^^y^yu^^v-^if) % Ce-.^ry-yu 
30 7^y^r>, t7h^v/^W *^dS^*f 

[0099] ry>oy^k*HTv^Tt>J:v^c 

yU^ryW-^7yU7}?^iyUj , r/> p Wb^ixTV >T <fc V > 

C1-6 r^^ryu^y^^^yuj , f^vY^ikZtiX^^Th 
ct^d-eTy^^yu-^yu^^^^ Kj <^ LTte. -ttb-? 

[0 10 0] rffi!fcg£:*rL-C^Tfc J:v^54t^L7Mffl 

fnS^r^yj turn huIB rBtfts^br^rfc 

[0 10 1] R 7 ^^c^R 7 'T^$tt^ ra»**r*rUT 

-?^^iitfnsi*^:(i2Si, l^v^L4^@(D^7 : •p/^:- : ?•^ 
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SL<li(i) 3?«8MBX8« (ii) 5fcl*L10A#35r#19l 

[0102] rrr% r^fMiSj fcuit 
tf, «»BC*H*teft*IBF?s tt3IIB^*3J:^»*IR^- 
*»&9l£h£^n0-?iflGUi lttt*L4fl) 

>S fcfn— yK >T ^^/-/K tf^— yK ^TV— 

yi-s -<yf7/-/K a-**;/— a% ^yt^t/- 
tfy~y>\ tf^y>\ ey v^y, ey^yy, i, 

2 f 4-^t^T'/-/K 1,3, 4-^^i^v ? ry r — /U, 1, 

>s ^w^^vm >\ ^<yy77y, ^<yX/f 

— As ^yxt^t/- yK ^<y/fr/-;K ^<>-x 

i^>fy, -O'K— as -ry^K— As iH-^y*v 
-yK yy y. 4H-*y y *y>s -r y*y y ys *y y 
7^7^y> •T-^y v>>\ *y*iJ-y>s **?-y 
y> % -yyyyy, #yw<y— yK js-^^^y^ % ^ 
xfyMJv^y, r^y-y>s 7*t^7iy f-Tv? 
y, y^y *i>->y>s 7^;K ^ K* if ©3Sr«Me1i* 
St *fcl±cn&08Sl (»*L<tt¥«) #l*v*US 
SIR (#*U<ttl*fctt2» 03Sr#8a («L 'O'ify 

shw t«*ur»**ixfc«ftif36s*if btu^ e 
[0103] rsft v > Lio**3S#ls«*«lj £ tt 
te. Wtll 2-$fc|j:3-fc: 0 nyy > tfo y y>s 2- 

— r^yyyy, 2-^^yy >s t^rf/y 
y>s 2-^tii3-t B 7^yy, t°7/y^ 2-^ 
7/yy, tf^<y>>>s tf^^y^. ^f^f uy^ 
* >s ^yu* y >\ ^-aj-^/w* y yfc if a^ff t>ti$ 0 
[0104] r7& v > LioM«3f*««j £ ur fi, #J 
x.^, ***ys*>\ 7~riftrv^n[2.2. i]^^y 
ftifwrf&ns. 

[0 10 5] ^ rjgiBStgj ii, ff*L<«\ RSiEC^ 

£o firfrfftM?*, Miff, 2-^tzn3-^zr.-/U ; 2-, 
3-£fcf3:4-fcf y vM' ; 2-*^cf±3-^ y ; 2- , 4 
-^fcfi5-^T^yyi- ; 2- , 4-*fcl45-^*y y 
/U ; ]-, S-^/chU-fcf^y y 7U ; 2~ tf^i/^/U ; 2 
-, 4-* fcttS- fy ^ v>~yu ; 1-, 2- £ /if 23- fcf 
d U/U ; 1-, 2-£/cte4->T S^V!^ ; 3-*fctt4 

-try y^/u ; 3--<yf7/y^ ; 3— r y;*-*u-y 

y/W ; l,2,4-t^t^7/-;l/-5-^;U ; 1,2,4-^ 
^rf^7/-;U-3 — fy^;2-, 3-, 4-, 5-^fcfi8 
-^yy^;l-, 3-, 4-, 5-, 6-, 7-£/cl±8- 
^fy^ry y;U;l- 2-, 3-, 4-, 5-, 6-£fcl;i7- 

>fyKy;u;i- 2-, 4-^fc^5--r y^fy h*y a* ; 
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l-,5-£jtii6-;7^7 S^A* ; 2-, 3-^^{15-^r 
y a^i^y =l;v ; 2-, 3-, 4-, 5-4fcl±6-' <>-y^ 
7-A";2-, 3-, 4-, 5-^fc{t6-^y/fx^ 
yU;2-, 4-, 5-£/ciS6 iy/f7yy^;l- 2 

4-,5-£fcii6 — s yy y^ftjfo5Sr*K 

1- 2-tfc»3-trn»^/U;l 
2-, 4-^t{i5->r^^/yy^U;2-^fcli4 

->r -;yyy^ ; 2-, 3-^tij:4-t o 7/y^ 

yU; t'^y^y ;2-, 3-*fcl«-tT^y C?yU ; 1-* 
10 tz&2- v^yu- ; ^y^/ft y y ; ^*fr=t?v^ y y ft 
ifo#3Sr«W[»«tt<i:4f3ft«»rf ^ttSo 
[0 10 6] rE*SSr^rU"C^"Ct>J:u>«lRSSj 

rtJ:^c-M7y-;vj d^ts m&&} ti,xM 
v\> 

[0 10 7] R ( T^^ rCi-eT/U^/H ^ Ltli, 
20 ^^/K ^^-/K ^nfcVK ^y^ofcT/u, y 

^/U, -fyXf/K sec-y^vK tert-y^7K 

[0 1 0 8] R 7 irR 8 t*BI»-rsa«IR-T-t tt>^»dl 

tt, mjfBR 1 i:R 2 fc rH*SS:^ LTV>T t> J: 

[0 10 9] m iTis/ls] {i % »^ L< tt, *A^As 

V^- 6 7^^-^7/^^/V (« % r-fe^uftif) , c 
30 ,-67;>^^i/-^;^-/U y h^-y^7/U^n 

31 hdrv-^/l^^^/U, yn^f^rv'^^/jf^yW, tert 
-^h^y^A-tf-yufcif) % E»SS:*Lrv^TfeJ: 
v^C6- l 4 7'y— yi—^y^^n/w (M. '<>'2/>fAs l-"^ 

fe-tv^Ct-nT y — yu^-^-y-^yu^y^ y^y 

7 - , . 7 7 - (^J. ^O^yyu^^r 

v-^yi-^nyw, 7 zc^j^^r ?^=^;^ta x d) , g 

40 ^^^y^ryw. ^y^^fy>f;K 2-^y>r 

yK 3 - ^y ^y^. 2-7d^;K 3-^n^yu, ^eyU 

* y y #yi^^yts t°^<y -yy ^yu^^yK tfoy>?y 
- 1 -^yu^yu^^yw^if) , ^y -C, - 6 T^)V-i3 
?\>s<^4 yu (^ij, yf;^;W^-Y;K m^yl^yUy^ 
><yi-^if) , -y-C-eTyu^ryi — ^yw^^e^yu (^J, ^y 
^^y^yw^^yu. v^ai^/P^yw^-t^ /K ^^y^^ 
^yu^yu/^^yu*if) , HftSSr^rUTV^Tt, J:^C 
a -,<Ty— yu- ^yu^^e-fyu (tW. ^znnyu^yw^^e-Y 
yK 1 -t7f;u*;uy^>f/u, 2 — r7 c f*>Vf3j\,/<* 
50 ^yu^^f) , S»SSr*U-Cv^Tt J:^54^L6ft«* 



27 

SWA^^yu (#L 2-fcf y^u*yw<^/K 3- 
tfy 4 - hf y i/yi^va^-^e-r/K 2 

(«L ^^ux/i^-zuftif) , I^M^LT^ 

£f-e&>s 0 fta>-et>. ^Dy^b^ttr^r^iv^c,-* 

A\ 2-^:7^u>-;*/u*^>'Uftif) ftifriW^Li^o 
[oiio] ft*>\ r^s^u-o^T^j^Ce-,* 

IS, HUlB rgglS^^LTV^Tt «fc^Ca- 14 Ty-/kl 

[o i i i ] Mia rrv/ur^j t trit ffii^tf, 

*X* £P£ L < fi> *S : — NR* —COR 1 0 , — NR 9 -C00R 1 0 * % 
— NR 9 — SO2 R l °" > -NR 9 -C0NR ,0 'R l0b R 9 IS* 

mm^ftltCx - 6 7>V*tV ; R l 0 teffufeR 7 t ; R 

1 0 ■ teiiugBR 7 • t m&m ; r 1 0 b ^r 8 t mum fc^-r] t*-^ 

[0 112] R'T^^tt^) rc.-eT/U^r/kl tttlt 
[0 1 1 3] m \7*S)V7<;\ te s *?£L<fi* 

^1-7^ y % ^pyw^ttTv^t^iv^.^^^u 

^ain/U^y^^dri^^ h\ ^^/U^/P*** 5 Kft 
if) , AoyW^nT^T^i^C,.^;^^-^ 
/WK^itS K (« % y h^r^^^r^^ h\ ^h*^ 

Kft if) , ^pyyftSntv^ti^C 

ry-^-*/um§ kj kisses rs*Sj ^tr 
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W&S><»mt. «*.tflftv*L5ffl» #£L<l±lftl*L3 
[0 115] flute \T 9 sfi'it**s\ irLTIS. tflx.fi* 

fluie rr-v/uj lJF^Btfe&ftfc**^*!? bti* & 

* L < te, 5£ : -0-COR 1 1 , -0-COOR 1 1 , -0-C0NHR 

11 w+ % r 1 1 Abuser 7 trasasr^i-) -cs^^r 

10 [0 1 16] ES rr*»ua*-*Vj tt, jf*L<tt, 0,-0 
$ iXT V ^ T t> «t ^C, . 6 T 3 V - ^7 /U^f ^/U^- 3r > 

20 if) , ^y-Ci- 6 T/i>^^-*/w<^>r^^-^^ (0iJ. 
ft if) , ^-CeT/u^yu- ^/ux^^yu^-^^ (0iJ % 

=¥vftif) , B»SSr*"ur^t:fc j;^c l4 r y— a- 

t7f;^;w^^;ut^V/j: if) , z^zj^^^/v 

^^v-ft^-efc^o 

[0 1 1 7] ft$b\ rH*SSr*urv^"CfcJ:^C5.,4 
rfKJfcSj t ttlt flulB rs»3£S:*rLrv^rfcJ:^ 

o^ffl^ibn^o mmmvm*. m*.tiMt^\*sm+ m- 

*L<Hlft^U3ffl"C*>-5a B»&afcas2fi«_h 

[0 1 l 8] R'X^ZthZ rB»SSr*Lrv^Tt>J:^ 
C } -r>^P7^fi CI*; ft 6 rc 3 >^ n T/u^r/u 

40 v-^n^^^/K ->^n^^r->/K n^^^K 

y>n ^^b^nr^r ^^^Ci-eT^^r/u. Any 

^^F-, C,. J 7^^yv ? ^v', ^hn, V7A /> 
ip y >"fk l^T t J;^C3- s ^a T^^r^K 

yft$ntv>ttJ;v^-o7^3^ ^ny^bSix 
y -c, . e t^/ut ^ y , ^-c, . , r /u^r ^ y . 

50 ^/u^/i^, ^itllfl"*^ 



( 16 ) 



2002-348287 



29 

jU % /n p ff \y{c £ tlX V^T^J:V^. 6 T /U^/U— # A'tf 
[0 12 0] MIS ^Dyyfb^Tl>T() ( t^C l . 6 7 

I0121] ffi&isit fAoyygfj , rd- 3 r^* 

U^v^^tt/J % r^ny^ffcgjh/Cl^TfcJ^Ca-. ~> 
^=2dr->j % l>Npy>{b£ivO>Tt> i^C.-em 

A^^J . r^y — Ci -« TTAs^jvt ^ J \ . r^-c,. 6 

rfc J:t^d-»T/u=^yu^/u^^uj „ r^u-y^bStt 
Tl^Tfc Jl^C^r^-^;^^^ Kj , rd- 6 

-^/w^^u^v-j ttm Hul5R l *5J:t5R 2 t?^ 

[0 12 2] t&BBLfctt»S0>»fi, «|*.«lft^L5 
fl. #*L< ^ftl*L3fi"C*>*o S»S*36S2fi«Ji 

[0 12 3] flSMtLtPt^il^-,^^^ 

[0 12 4] R^vt^ rEtfca£«r*TUTi>-Cfc ^ 
3ftv*L9flflSfq*SfSt£j t-Ssf+S r3*v^U9Hfi 

ft«*«Sft^tf»tffcn* 0 JWttl-tt, fh7tK 
d7 7^K fh7t Knt°7^K t'oy^/K tf 
^<y q=vus*y~/K ^^-^-^u^y^/u, r- h ^ 



30 



[0 12 5] rH»ffiSr*TLT^rfcJ:^3*V>U9 

[0 12 6] ^sa&S^gcte, W*.tfiftv*L5fl. »* 
#B*SiiiRi— e*> o r t> Aft o x v >r <fc v\, 

[0 12 7] ra»SSr*UTV>-CfcJ:t^3ftt^L9fi 

7t Ko77^V ; 2-. 3-£fcf±4-7" h7t h*D t° 
y~?V ; 1-, 2-^f:ij:3-b: 6 Dy^;U;l- > 2-, 3 

[0 12 8] R 1 ^^^ ^n^^j 

[0129] rmi ^t< rauis^^TLrv^rfc 

20 [0130] rr-e, rE»ffi^*Lrv>T^J:v^^ 
te^^^/K 2~4/t(±3-^^^yK 2-, 3-4fc 

tt4-try ^/u-c*>6o 

[0 13 1] rBjftKSr^rur^TtJ:^^^ 

2-^/7 7-/K ^ 2 ->T^, 

W > K — 3 -^f/U-CfcSo 
[0 13 2] r|R«lKS:^rU'C^rt>J:v^SS35r#« 

30 rfa«a«:wuri^-ct>j:v^**sis»j 
y xt: $ tit v ^ r ^ x v >d - 6 7 /^/^ i^oy wb 

[on3]R 4 it mz&iz l < ^> p y 

\t^^Y^)?v (»4L<ii>fyK-;u-2->f/K >- 
40 k— ^-3->f/W -e&6 0 

[0 13 4] fc »9 t>tt, ^Pyv/g^P, ^D^W^tl 
T v >t h J: ^ ^d - 6 T /u^/u*5 J: t5^> o y Wb^ixT t 
t J: v ^Ct - , T/w 3 * S tf n -5 ^ l * ft I* 2 

[0135] ( I ) coSJ-3ift«i: UTtt. «?Ltf 

i) x&mmm** x 9 &jkmm*;#3s£xfitf&m— 

/U) ; Q J6S - (CH* ) . ! CO (CH* ) . 2 - (E*r±«HE fc 

so (fftKttco) ; Yasc-.r/^uv (#* 
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IXii-CH*-) ; ; ■ ; JSltMfrfr ; T'^CH. I s » 
N ; R 3 frTkmifc* ; ri>oR 4 as, /Npyy^, /nd^ 

2) xtmmm^-. x'frTkmmi- '.tftszvtf&m- 

£ liH/i o r^n^hx, - • T^3r /U u < i*y ^ 
;u) ; Q #-((%).. CO (CH,).,- (fS^-«Hufe £ RUS 
^) (^^L<iiCO) ; YK^TMU^ m& 
L< ll-CH 2 -) ; • • • ri^lgf^ ; T l ^CH V T 2 ^ 
N ; R'^tK^J^ ; ^oR'^, ^uyygf, 

[0 13 6] it&m (I) <0^#^#J£ LTte, #J 

^{^Tcofb^fe^^tf^tb^o (2r)-n-[(i— o-y-r 

/U-4- fc^y v?=./U) y 3vU]-l-((3R)-6-^ P P-3-[<^ 

y^vw $ y ^1/1-1,2, 3, 4-f 1 h^t Ko-i-^y y 

~/U) -3-(W > K— A--3-- < AO -1 > 
>- ; (2R)-l-((3R)-6-^ p n-3-[(^f;>7^) 
y ^A-]-l,2,3,4-T- h7t y ^A0-3-(W 

> K— A^-3-^f A0-N-({l-[(l-y ^/Wl-^ > K— A-2- 

>r ao */u/j^^^]-4- y v^^/W y ^ao -i-^-^r y-2 

-/o/^T;y ; (2R)-l-((3R)-6-^ n P-S-ECv^y ^- 

^ y)y ^a/|-i,2, 3,4-r h7t Kp-i-^y y ^ 

yu)-N-({l-[(5-^ p P-l-y 5vu-W > yu) 
^U/tf— A/J-4- 1 0 ^ y v^^/U} y ^A0~3-(W V K— A" 

-s-^^-i-t^y^/D^yr^ ; (2R)-i-((3S)-6 

p P-3-[(v>y ^A-T ^ y ) y ^vW]-l, 2, 3, 4-^ h V 
t Ko-l-^y y ~/ls)-3-(l-^ V K— /^-3--< A0~N-({1 

-[(i-y ^vu-w > k— /u-2— r /to ^a^—a/m-i^ 

[0 13 7] \\L&m ( I ) LTf±, #J*Ll;f. Mffil 

; ^a-v^a^ -7^y^Afi, /<y ^^ffi/j: 
^T/u^y±s^^; TA^^*A^#<^i*if h 

y^f^7^y, h y rr-^uT^ >\ t e y v^y, t°=*y 

>\ x^y-;U7^y, v^x^y-;l/7;y MJx^ 
y — A'T ^ >\ ^i/^n^^y;V7^, N, N* - ^ 

mmt(om<D»m^Mt u-m, #j?ctf, ssl ^b* 

S8fl£, y ^ft^O&^if e>*b£ 0 
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y>p*^. y^^^/u 

ftifjrott^tf etiSo &m±T ^S&k <n&(D&m 

[0 13 8] ^<^9^, SI^W^fFSLWSttLAS^L 
io v\ 09^1^ fb^ft (i) rtKi^^££*ri-S»& 

if) . t/u* y ±3B&«* («. ^^y)^, 

Attain (i) rt^ttastt'&tBKfr*-*- 

20 [0139] ft&m ( I ) h'7 ^tt, ^ffrtf- 

fcMtS^a*#TT-»^P»^(-J:SSJC^J: 9<b^ 
* (i) fci«»i--6ft^«. i-ft*>*,»*tt^»{b % is 
7c, a*d«*tfi:Lrftd» (i) \z.m\^rz>Vc^ 
mmm^£vmfo5mtez*m.z. L-ab^ en 
(^{bt^b^^t^o ^b^ft (i) ©7pK7^ 

tLTIL {b^fel (I) <DT $ J ^7V/ML T^/U 

^b. 0A/iMb*nfcft*16 («. *fr&4fc (i) 

>r/Hb, 77^/Wb, ^yf;u7^;^^ 

^^/Wb, (5-^f;U-2-t^y-l, 3-v^3r 

30 yi^y-4 — r/u) y h^v^/i-^^/Hb, fh7t k 
o^^-zu-fb, tfn y >?/uy ^/Wb, tV^P-f/i^^-v' 

(I) <D*9SL&ffiTi'Mk % T;\s*Mt. Y) J5 

3»ft*nfcft*» («. ft^* (i) <o*mm*r* 

fb, i^^v^/Wb. y-rVMk. 7 7^;Wb, v^^^/u 
r ^ y y*->u*>u#^^HkS*tfcfl:*4fcft4f) ; ib^-fe 
(i) ^)^/^^f>'/u^^^^/u^ > r ^ K{b$ttfc 

{b^ (^J> {b^ (I) <D%/U7$**/;\sm&3L3 L ;Ux. 
40 ^x/Wb. y jn^y^^^/Wb. l3t\'i£*c*s* s f'fl'=-* 
^/Wb, v^y f;u7 ^ y y ^vu^^TvWb, tv<n^7^ 
^-^y^f/^^rM^ ^ h^y^^^^^r-yx 
^•/uzr.^^/u^t. y ^U^i^x/Wb, (s-y^/u 
-2-^y-i, 3 -^yuy- 4 ---r/u) y^* 

^if^tt^o rtt^^b^«i^e^fti^*ffi(-J:or 
{b^ (i) ^^Kit-rsrir^-etSo 

[0 14 0] ^fc. (I) O/p K?y^tt, £u 

50 jusffii 9 9o^fu mm&<ommi »7*jHF»tn 
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6 3Kfrbl 9 SHKfBttSftT^SJ:?** QEMffyfk 

tttMfr&tt (i) i-«ftt5fc©-efco-ctJ:v\ 

[0141] {C&m ( I ) (7)Klt^i-0^r^T(w^-< 

[0142] vc&m (i) w:, e«c^*p^«fe, #j;ttf 

[0 14 3] WT^^^-^^lcgBttSixTt^^tt 

«*.tf{b-&» en <Dmtmm(oi><otj:¥tfmtft>ti io 
So 

[0 14 4] r^aj i»04l^t3 

one 

[oi4 5] Tia^^s^, «sttfr/u*/WbSJC, ;&n 



SJ£. 7vWbEUS\ »<fcRJ£, jB5cR/S* *uTft: 

7 7^^ t/V • ' ^ W<U-> a yX (Or 

ganic Functional Group Preparations) ff{ 2 J3u T# 
7^ y?zT\sM±. (ACADEMIC PRESS, INC. ) 1 98 9^ 

flj ; ^>>i/y • sf — Zf^- y? • — 

^ — *>3VX (Comprehensive Organic Transformation 
s) VCH Publishers Inc., 1 9 8 9 ^fUSftCffi^fl)*' 

[0 14 6] A l ] 

[0 14 7] 
[ft 9] 



(II) (HI) 




(ID 



(I) 



(!■) 



[0 14 8] Kt, G'ttTSy^fiSMESr, 

[0149] G'-c*SJx5 rr^ywftSSj irtt 
[0150] i r s KfbBaB 

d*l*:JBv*a**fe, ii) */u#*i/©KJCfflBtW**ffl 

[oi5i] o tbkm&mtm^&tt 

VC&m (II) , ftl - 5SflC0ft^«5 (III) % feiUt 

So 

[0 15 2] rafojc»^»jj fc 
* D^^rv'^^i;^ ^ K (DCC) . 1 
3- (3-^W^^pe;w) ifc/Ustfv^f ^ K 

(wso ftif^rf&na. ft*»-et, wsc 
[0153] r^FSttjBJKj * ttft . ~ h y 

^hy/K DMF, THF ft if 



[0154] sj£?aa[tt, is«, ^a*s»*uv^ 0 
[o i s 5] *Rrt;r±, !C&s^*c, s^a 

Ol-t Kp ^'^y 4 / h (HOB t ) £5 J; 

[01561K rifiSj LTIi, 1 ) «^Ltf, T/U* 

K, yf ^^^y/Dt^r^ k, y^^^v^n 
40 ^5/?^K4W , r/nfc y ^M^fcfir/u^ y ±gt 

thy^Axhdrv'K, #y*A tert-y h*i/Kft 
if) ^^11; 

[0157] 2) r/u*y&ia*fettr^*y 

y*^* *»ft:y^*-^ zkKfls/^y , r/u 

hy^A, Kis^y^^, s»-fev»?^4ir) . 
y^H*fcw:r/^y±s&jia©KitoiciR4ft («. 
so Tkm-thvtJ*. K»***y ^A&if) 
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[0 1 5 8] 3) flijxtf, bV^frTZ^* is^yyr 

a tvu^^yur s >\ N-y ^vu^e^* y >\ v^y ^vi^ 
TSyfy^>* dbu (i, 8-^7ff^p 

[5. 4. 0] ^^^ir- 7 , DBN (1, 5 

-^T-tftr^D [4. 3. o] y>-5-^v) 
OT^yS, ^i^fy^, -t^^V-zk 2, 6- 

[0 15 9] ii) *^^rv-(D^^^^^t>-5*- 
<b£^ (III) (Dfrfcimmft. ^l-5^ffl (*r£L 

<lil-3^i) <nit&*fo (11) ^Stt^+-es 

[0 16 0] Ut&m (III) 
X, fcfc&MMfcb g£^>Y K (#k S^y 

p^r^y/ h y 7/- /U*fcttN-t: Ko^'>^^'> 

J: V >d - 6 T/W^r/U^ ft P y Wb £ ttT I >T k £ V * 
C-67;^^^ 1 fZ\t*L,5mmtft>tiZ 0 rta^S^r 

y-/K p-= hn^y-^ft^a^f btiz> Q &fo 
[oi6i] r^ffittjffifcj t LTtt, #J;itf, 31-7- 

V\> ft^-Cfc^ h7 t Ko77> (THF) , Tir h~ 
MJ/K v^^nny^v, ^dd^ gfi^^^v^fr 

[0162] sjctjafitt, m-2 or- 5 or, 

[0163] *S/Cli, afiWlOE ftl-10 
» * b < tttt i - 3 3 S<D*S©##T«-fTo ttJ: 

[o i 6 4] tjssj t L-m. Bufla rafcjc»^»js: 

t?t>. h y y h y 9 

a, *Dwt-^ b y y * a, mi**-*- b 
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[0 16 5] ^JStt. #»CJtX, ttO. 1-1 

[0 1 6 e] tt r«n^«,ttjKj t Lttt, w^mm 
z> 0 t£t*x*hm&fcmTby7^;i'T>*~$j*tmtL 

10 [0167] XH 2 

7^yw«SSffc5G , (7)SSi:J:^ i 

1/ Ir—il— y? V^iri^^ (Protective Groups in 
Organic Synthesis) , John Wiley and Sons THI (19 

8 o) icmm^m^^^^ti^m-r^m^vtz^ 

[0168] Ig 3 mjtt&T J\s*MtELfc 

it&m (v) hvc&m (iv) t ^m^T^MWifc 

20 (I) % 1rt£t>*>i\&m (la) ^©it-T5o 

Y^-C^-Y'-T^Sft^ (la) flS^fcjft, 

[0 16 9] KiBTcWryu^/WkEicEtt, {b^ 
« (IV) ft 1-5 3 flc ($f^U<iii-2^a) co{b^ 

(v) t *&mfcmim<o&i£T. *m*mm*x&i& 

£ltZ>^b^£oX?ft>]nZ 0 

[0 17 0] t&mitmWfol t LTtt, «x.tf. tK^ 

ft7/^-^A, zK^br/u^^^^y 7K^{b 
30 ^^ithy^A, jkasffc***!^*^ vry** 
<b^^m-^h y vry**{b***y^*A, h 

^w/v^!>At h*y h\ *3«tt5rne>^ja*K 

v-ry^K^b^^^ h y h y r-t b^^mit 
*tm-r b y ^A^rr&fts, 

40 [0 17 1] S/Ei&ffitt, fflt^&JB*^bft(-«t 19 » 

<c€>^, affir. is- 7 or-i o or, »tt< tt^ra 

[0 17 2] r^ffitt«jatj t tttt, T/U^ 

(*f^b<JiTHF) , (»4L<(iTir 

[0 17 3] 5* 
50 [0174] 
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lit 1 0 ] 



[0175] Wfoaa^iiBwafcraattS:*-*-] -e* 

£tiZ{k&®}t{k&®) (IV) £ £®5c»T/u*/WbEJfc 

■ ; - #l*tt&T*1b&ib&m (Ia) Wf)tl5o 
[0 17 6] *EJ£tt, OreLfcfbS* (V) irfl^ftl 

(iv) t<nmK(fiT/is*jHtfcfctmm^^Tftt>ti 
So 

[0177] x^4 rv/WbSJC*fcW:r/u*/WbK 
Yb-&* da) ^rv/WkSJ4?*fcttr/^^r/WkSi£«- 

, - 6 T A-3r /K Wb £ ^tt)J:^C,- 6 T/l^ 

/w^7 ^tS^;^ fc|4y> u tf^ik ^tit^TtiV^C-e 
T/U*/V*/U*;^T-&£{b^ ( I ) ^Sit-T^o * 

[0178] i ) #J;tJ4R 3 ri^o>/:/{b£nT^Tk£ 

-C4>i:v^C 1 - 6 r^yu^/u^^/U"Cfc-6Yb'&fe ( I ) 
fit, fb^ (la) ^ (VI) : R 3 8 OH (R 3, (^Dy 



(IV) 



xsb 



v-o 
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r^wbac(cf+-rr i^j:orEi5t$tt-5 0 

<b-&» (VI) <DKJ£tt»»»i:UTtt, HuEft^tt (II 
I) <D^^«J#fcur«*U^t)0^tf6>ix5. 

[0179] ii) #j;U4R 3 ^>uywb£nT^Tt> <t 
v>c,-er/u^u-efc&<fc'&« (i) ii, tt&m (ia) t 

10 it (Via) : R 3b CH0 (R 3 b l4*StlgHF-*;fcte^ o y ^ 
{b $ JxT V ti «t V >C, . s 7 /U^r/U^^i") -c« £ ;fr6Yb 

So *E/Ste> Mj|BXg3^iS7C^T/W^r/Hb^^^ 

[0 18 0] R 3 j*S*»B^ ■ ■ ; &S3MS£\ 1**SN-C 

*>z>i\&® (i) , -ttefrhik&m (i b) ii, Tie* 

[0181] J* 2] 

20 [0182] 

Kb i i ] 



(VIII) 




XS7 



(IX) 



[0 18 3] Kt, GMIT^^IM, L'teflfc 

[oi8 4] G 2 x^£tiz> rr^ycoftasj ^LT 

^dr^/^^/^j:i:^»$ LV\> 40 

[0 18 5] L l -?«Sn5 rj3ft«ISj <bLTJi. #J;L 
14, (l) />p^ygf («, jfi* % $yg, 
k*) . (2) p ^ $ tit ^ 1 J: v^d . o 7^dr;v 
(#h ^^y^/^^^^ 

^vfcif) , (3) taftSSr^rbr^rt^i^CLT 

y— /U;*yU*~/U;^3fv\ (4) b Ko^S^^^ff 
[0186] K r|81ftSS:ttT^Tt)<tV^.,.7y 




<0 



(Ib> 



fc^j&s l ^3fi^lfk*b6o rsftSSr^TL-Cv^rt J: 

[0 l 8 7] Ig5 iSTcWT/U^r/Hb^ 
<k^« (IV) bik&m (VII) t SrS5cWT^^r/WbK 
JSf-ff-T. ffl8BXS3(05B5cWr/u^MbR 

-Y' -X'tb&ittem (vm) 3&s»fcix<5o 
[0 l 8 8] 5£ 
[0 18 9] 
[{bl 2] 
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o=(3~ <^, (VIIa) 

[0190] te*<Dm^&mmkmmm&7*'ti xm 

SK*fb£*ifb£* (iv) it»s«7/u^fcS« 
iZtt-f-kiCZoX* YM*A*-C*>5<fr&4fc (VIII) 

[0191] x^e mmR& 

[0192] «x.tf , G 2 » V V T^^^Xfr 
K«»RJCtt, fb^lft (VIII) 1-20^ 
ft (ff4l<ttl-5S») ©«U^ **Htt*IIM»"e 
RfcZTtZZkizZ^xftfrtiZ. 

[oi93]« rj^sj £ urn. mcxai ic«sv>r 

# y h y vj*. fcmt-r v y vj*. *«ft 

*y>>A&? % sf>i:ffsi<i4«*ym*>5 B 

[0 19 4] r>Fffitt»4Kj i LTtt* T/u=2 

[0 19 5] Wsctf, G 2 ^^^^u^^v-^^^^/u 
T'fcSS^, IMKKKtttt. fb^fe (vill) StezK 

[0196] mm®i7kmitM5tixfctes ««*>#aET\ 

1-1 OOflUBE (#*L<ttl-5« 

[0197] mms ttm ^7^^» 
e^ttjK m. wise A* 4r) > =j/^hwi (#j> ? 

[0 19 8] ttlOffflflj:, fb*4* (VIII) K*tL 

t, a«fto. oi-iSi, #*u<tt«o. oi- 

0. 5Sft-CS>Sp 

[0 19 9] r^Ffitt*jBtj k Lttt, 

fcJ:v\, ft*»"<?br/u=i— («L y*/-yK 
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[0200] at^Stt. ii-i o ot. #£L<I1 
o. 1 — susra-efcSo • 

[0201] x*s 7 r s K{bSJe^fciiryu^r/HbR 

(IX) tYk-&« (X) ir^S^^iir^r J:o 
"C % fb^fe (I b) ^Siit-T^o fb^fe (X) *<DQiZ 

-c*>5»£\ B&saxsnoTS KfbKJEfcH 

10 ^{CLTtTt>tL^o 

[0 2 0 2] <b^$> (X) *©Qfci8^T, flftSI 

[0 2 0 3] Kryu^/WkSiCtt. CTx-fifb^«? dx) 

k, ^11-531 (#* L<tt»l-2at) flMfr&tt 
(X) i£K<^*ET\ =FJStt««*"tf»£:*** 

[0 204] rj^Sj £ LTWU HulBXSi«rioV>T« 

20 jwtthy*^ *wt*yjAftifW*uv 

[0 2 0 5] r^Jgtt«jB£j fctttt, 
K. = h y A***, T 5 KXmk 

;i/^7^ K (DM F) , T-trh>\ m^y— yu % eyix 

[0206] Rjcmsii, -2 ot-i o ot:, »*u 

30 <l^l-8 0tT^6 o SltWfi, 0. 5^-1 

[0207] {b^fe (ib) i* % fb*« (ix) ta: (x 

a) : OHC-Q'-R 1 (Q* l*> ^^^»lft^ 
L5W^^"t-^t) T«S*L6-fb-&*i:«:BaS* 

[0208] Q'-e^stt<5 r^sjojs^f-St i ft^us 
(7)^-<— ii— j ttttt, HfrKY' k vxm^vtzh(o 

5<^^^<-*i^— J t Ltli, ^Jx.ti -(CH 2 ).,C0(CH 2 ) 

40 .a-. -(cHo.tCoo(GKt).i.- <&f§rteffitzkmnm 

[0 2 0 9] ^R^fi. g9ffixS3<o3B7cWr^^/Hb 

[0 2 10] [^^r— A3] 
[0 2 1 1 ] 
Mb 1 3 ] 
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(IX) 



Jim 



(Ic) 



SCI R (XII) 



[0 2 1 2] !B*tt:»lBi:W*«l«:*i-] 

[0 2 131 X^8 VysTQcWtifc 
i\&m (IX) ^^vr{bM/£^#-rr ^rtrj: *9 . R 3 ^tK 
; - - 3*¥£fr§\ T 2 ^NU Q^-CONH-T* 
1hZ>\t&m (I) , -ttefr^it&m (I c) €rKiti-5 20 
r k&X%Z> 0 

[0 2i4i mvuTik&i&i^ m^mt^m ax) 

l-2m&<D4t&%) (XI) («, 7x^;WVi/7 
[0 2 151 r^^gjj «k LTte. #J*Ltf. ^-7^ 

h^hy/K N, N'^f/WAT; K (DM 

[0216] EJ£ia&tt, -20t-i o cc. 

<i^M-8 0 t Ctfc5 o KiC«FraJi. 0. 5B#W— 1 
[0 2 1 71 *KJ£te, i&SlOfcC. JS2£<Z>fjq'£T(Cfi t 

K8£# y ^ a. h v *? imfc-r v y 
*mt* y vi*. mm^m-r b y * a, kis*** 40 
y^A, s y ^/ur $ >\ ey^w^^u^ 
ffi^^ffifflSfi. (ix) f-atu tt^a- 

[0 2 1 8] IS9 ft!?U7ftag 
ffc^fe (IX) &^*?\sTit5ifctZtt't^k\C£iQ ^ R 3 
; ; - a*tt£gr£\ T'^N, Q^-CSNH 
-TNfcSfbfrfe (I) , •rt£fr*>it&®> (Id) 

[0 2 1 91 gift!>U7teJSH 
X) t. l^2%&<Dfc&®> (XII) (#k 50 



Mx.Wb^ft (1 

(#k 7:n~/Wy 



N — CSNH — R 



(M) 



(V 



[0 2 2 01 »BLfcffc*» (ID > (HI) , (I 
V) % (V) , (Va) , (VI) % (Via) , (VII) % 
Ha) , (VIII) % (IX) , (X) % (Xa) % (X 

i) . (xii) i>m&j&mvnz>w&. z.tih<ofc& 

^ (i) <omt isT&\7f;vtih<DtfmiT htiZo 
[0221] &tz, vc§m (i) &gm-tz>m\zffi&k 
Lxm\f^tiz>ft&yi> (id . an) , (v) , (v 

a) % (VI) % (Via) , (VII) , (Vila) % (X) , 

(Xa) % (XI) , (XII) &*^j6PO*«fe, m*. 

tfWO-A 9 9/5 2 8 7 5^i-fe^^?fefc5tM± 

[0 2 2 2] ttf^^cf^ (I) iufci^c. 

KffcRlS, jBtcRjS* T/u^r/Mfc 

R*E\ *n*##Rifc* r^/ffcras, x^^/HbBS, 
r y ^ ^y f^BUS* K«»Kl6ftir!ftS*H r 6ix 

[0 2 2 3 J miis rr/u=— /^*MEj £ LTte, 
y^/— /K y— >k >fy^p/V-;K tert 

[0 2 2 41 HU^e rzn-^^^jffiEj t Lttt, #J;t 
If. S^^vl^n— 5vK fh7tKD77> (TH 
F) , 1 , 4 -v*;*-3rU->\ 1, 

[0225] huIb ryNpywbR{b*3f**aj t tt 

li. ^J^l^ ^O0^y 4 ^on^, 1, 2~ 

[0 2 26]me i%-mm?mm t trii, 

^v-^v. h/u^iv^ ^fv^u^, ey ^y/iifptf 
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[0 2 2 7] fflE KXtftKj t UTtt, 

N, N-^y^/l^/W^TS K (DMF) , N, N->* 

[ 0 2 2 8 ] huIS r^r h ^3R«fltJ t LTtt. 

[0229] mm r*;i'**isb'jfkmm t ita, « 

^rf, i/yf;i/^W^v / K (DMSO) ftifj&Slptffe 
[0 2 3 0] itufe h y ^SJgflki fc ittt, 

[0 2 3 1] Huffi rai^^^SKfltJ i: LTW:, #J;t 
[0 2 3 2] «HBG>#E«;|C*5V*-C, K»{b-&»iSE* 

[0 2 3 3] 7^;©ft8Sttm 
^-/W&if) , C l .,7^3^rv'-*^^ (#L * h 

^/UTjfn/U^if) , 'O-y-f/K C.,077/^-^ 
yUtf^V («, -<^^V*/U*=^ft4r) , ^.,477 

=/K 9-7;^l/^;M h ^v^/W^/Uft if) , h 

>> % isy* M. hy^f/^y/K hy^/^y 

W/K tert-y^Wv^Ji^/Uv-y if ) % (^..W 

^ («k i-ry/uft4f) ftif*»rffetus. rnt 
^o**^ftif) hoftif-eK 

[0 2 3 4] L"Ci£, fHita, c 

ntf/K y^/K tert-^VUfcif) % Ct-,.77;^ 
;U ^ViM'ftif) , 7xn;K h V ^vK S^VA* 

7i^!i/K tert-^^/Uv^^^/Uv-y /K tert- 
^/u^^/uvy^ftif) , C j .»7;u^ («, l 
-ry^ftif) if sfts«ff fetus. r*L6>©ar± % ift 

^U3fi^ay^ («, 7^ jfi*. 3 

4T) ifc/ui- hoftif-eiKftSixri^ 
[0 2 3 5] tKo^©fiiSiU(t Wx.ri, c 
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n £VK tert— y*-/Uftif) „ 7:n=:/K hy 

^—/Uftif) , 'OV'f/K C,. l0 77^^-*;U2jf 
(«L ^>iMot;yu#~^ftif) , 2-fh7tK 
XJXfyz^jV, 2-fh7tKo77-/K ->yiU (09 % 

hy^f/uvy/K hyxf;^>y;K ^f;u7x= 

yU'>yyU, tert-^^vUi^^vU^y A\ tert-z/^u 

io s^^vy^ftif) , Ct-.r^^/u (#h l-ry 

if) , C-eT/U^/U (09 % ^O^ft 
if) , Ci-.r/U3**> («. > h^rV, ^h*v\ 

sK^Vftif) */ttt=ho3fcif-cB»*lx-Cv*rtJ: 

[0 2 3 6] UjUtf-jW&m&b LTWt % S 
^Tir^-yu l, 3-^^vftif) , MsjRtt 

20 if^^f fen^o 

[0 2 3 7] ^^c. rjxfc©««li©|»**Jfett. 

V ^" — 3J~y9 v / >'irv / ^ (Protective Groups in 
Organic Synthesis) , John Wiley and Sons fU ( 1 9 
8 0) i^jBtt^ffiftif^JpCrfT^tf «fc^ 0 Mtlt 
ttiS« t: K7^, 7x^t K9'^>, 

N-^f ;u^ft^;w<> y^f h y ^ a, fh7^f 
;V7^= l >^7;^y K, Rtt^7^>>A, h y T/w 

^r^v-y^/N^-r k («, hy ^f^vy;uH- ^k, 

30 hy^f^y^n^ Kft if) ftifS:flEffli-5*ffi, 

[0 2 3 8] ffr&4* ( I ) tt, ^*P©*», ftlxitf . « 

7^-ftif«cJ:o-C*IB««-r5wt*s-C#5. 

(I) ^lBtsKb^l**fctt*©*tt, HufSi:^^ 
©^*P©*ft4 if Id «£ oT¥gl3^$a-r 6 r i: S 

[0239] *fc, (i) ii, *fd»-et>**«i 
[0240] fb^^i ( i ) yt'¥m&fr. M.ftm& 

ttttJltt#, [E«EJItt*S:«*-i-&«^^tt % rix 
btft*«i (I) fcb-C*#SixSi:i:t>«!i, S^te 

ri:^T*#-5 0 (I) KJM&Rttffe&sfiF 

fb^fe (i) icfl*stt6. 
[0 24 1 ] 3ft*Rtt«ctteflc^*p©*«fe^J:i?il3fti- 

50 Mi(D7t^?rM^oT^ 
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[0242] it^ftmmt Lttt, a*^*p^*«fe. #j 

»BUHft*jSfe, *7/u*?Afe i^T^^u^ 
[0 2 4 3] 1 ) asijffl££& 

(+) -^V^ 

(-) — ^?onk (+) (-) - 

m&m. (+) - 1 -7x^f;U7^y, (-) - 1 - 
~7 zz.^=f-)VT % V, v/Vn - >\ ( — ) -vynnv? 

>\ r/A^^ftJ*) fcartrJSrtS-fr, rix*:SH«*¥«* 

[0 2 4 4] 2) ^7^7A& 
^9:7>f<C>«£\ ENANTIO-OVM (h — V— |± 

SI) fc*i^4, ^■fe/uttM CHiRAL^y-x/j: 

0>»fi\ CP-Ch i r a s i I -DeX CB 
[0 2 4 5] 3) *JT*"r^*^—m 

#9J3«i8k ^7h^77^-S¥) 
*»tt#«r#S*»o ( I ) 

(-) > ft^fcSr«-&SlSlc«-r^ 
f^t-e-^^tl6 0 — ffcfl* (I) 

[0 2 4 6] ( I ) f4, 3 - (>f K— /u- 3 - 

U tt#^tt**K:fcl*T (R) (S) (ftjftSfie 

fit^o (R) f«s#*Lv\, 

[0 2 4 7] ( I ) J4. 1 , 2 , 3 , 4 - 
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*TU ttjft^JStt+^lcasv^r (R) ftt (S) *4r* 
Sftt5 0 (I) i4. (R) (*4fcli (S) ft<D 

pfhi^fc6lfctfff4U^ B rtf>3*>. (R) fM* 

[0 2 4 8] <t^4fc ( I ) 12, ffiixfcV^ h*?^^ 
10 1. 2, 3, 4, 5tt£fdS#lf fcjftSo fb^ 

m (i) 14. «R»ftyv h**^>-^:/*>f ^2^ 
Ac (sstr2) steHfFffja, smy^h^^f 

[0249] -rftfct, (i) y-^^^f 

-h^7-f, K + ^-r>-^K Ca J4 fir^K 

-y^»«*3R, MAP^rt-tf, NaVH'» 
20 *^*y^-^A2, NF- k Bft^ti^H^^n^ 

^s«wart««e*5fiftir*s*»f fens. *fc, 

(I) 14, h^^^>36SBi^-r-6B:««j4^:ttlfflSE 

So 

[0 2 5 0] ^fetc, 4fr&4fe (I) 14, «*t>ffi<* nffi 
?LHj^ («L k K £^ 

30 ztomtk&zxfi (*fe«4) ^^/LiifeS^(4«i$i|-#- 

So 

[0 2 5 1] K r^/u^e^j ^ LT(4, 
/w-=e> (gh) % &&^/u^e^mt^^> (ghr 

H) % ¥#C»JM^^>- (TSH) , ^n^^^^. 

^■J ^LTf4, ^f^y>7^^^D^77 
^ 1. (IGF-l) &J;tML^&iim0^ (V 

egf) ft^sprfb^So K r^agtt^Hj tit 
{4, «x.tf, /^7^7>f7'^yf7f>ft;^y^7 p 
40 (vip) , ^hyy, f^x^is-m^^Y- 
i, r ^ y t^^y^-p, cck (^u^ h 

^r^» , r$9— tf, >^-n-f^r>- 6 ( I L- 
6) , 4 — 1 (IL-1) ^^CD-T>-^ 

— vsf^^m* TNF-aftW>f # — 

[0 2 5 2] LfctfSoT, (I) 54, 2c^-efc 

50 t5 (ifett) M^M^tf^S, «SfcJtt5ifegE. 
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[0 2 5 3] #j;ttf, lt&®> ( I ) fi % ( l ) 5fc*gg:*: 

(#«SiSte) TSM 
m. »acth (TKuy^/uf^hoey) 

ns, vi pm&mm* *ou*=f>B£ 

mm. #*bv>-m%.mm, -<^yy-^ #/i^v 
-< Kft^o«*^te«*. (2) matm («l >-*y 
v«#a ( i a) mm. >f y >*»#ai <ns> 

(Dfemm. (3) BS^v^y 
A*ft>Mlft2fi::J:*EM. iMfcftft JfOlHKK. 

(4) mm-my^xTJis. m&i 

teZ&i&mm* (5) 3/<^^- . en yagfgjfefc: 

> (6) rtwuaa»»a»i-ff5T5 9- 

(7) /M»©«iKfB«T\ »«»IHi*fctt!BYb*«)»fc 

lMl^@tST«l (^K Short bowels 

3£i£/h^fg(cem-ST#<K V I Pil*«Bftifo# 

eai-6T*ftifo«w*, (s) rvv^rfam. * 

(9) n»Sfc»:« (flk *Hft. MS. m 

ml vhhhl kjhhsl wj&bl *yj— *\ #«h, 
sttM&iuaii. #aa*-ttiiaiiB, j$m^ ik 

>-#L #*^*^tty^«ftif) ftif*>ttBM5;M& 

m ifffflLtfflv^ri*-es&, do) «yctt4« 
wf&«ag % (i 2) fts*icfftB-r«^stt«Mr 
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RE*. «KBS« *«4WtaSft^«)f&«J| % (14) 

mmm m. iMNEftjf) ta¥<ommm. (ui 

/^ryrffiK^ Stf**^*®*. f£A^{£i&*£ 
SUIT*. B^ffF*. CMfff*. tM 

iMSfK T/U3-/H4fff*ftif<o-T*K • f&SEISi: LTt 
ffl-C*9, (16) ^Sffi. Affi. ««. K«£ft? 
oiWift«it«v^b*v, (i 7) «tt*>sv^tt«Ltttf 

S5*. y»^^, #ft«fift4f) ^ttft5rtp«) o» 
(18) fk^«b (I) ^acttsfcttasft^^— ^-^r 

^LTSWtttMK («. 123 I, I, 111 I nft« 
v?^^. *fcttt % (19) fb^ft (I) ^ffS^fcfiig 

[0 2 5 4] y^hJX^^>-|i, «X.tf, ^cS 

^yU^eVCO^^-M-^bTioD (#CSSTR2) . ft 
30 (I) frdEttfe^v^Aft^/^^^Ktrfi^t-^ 

SfcttfflMlTLiio lfc#ot, ft^ (I) tt, 
^S^^-e^ I G F - l ©^FJE^jBHi-S**^* 

[0 2 5 5] IS I G F - 1 O^J£l^& 

(«. ^^y^«#a (i a) ^>-^y>-# 
»r#a dial) »R#iftir) *6w^Htwixb«cHaiLfc 

fiicttejfcjeEJSftW ^f&JK ; *Mt=^=W KcoJSft 
(y^*ft^jfc*<D**n«», «ttlftE«JM»*-<>u 

ffiiS ; ^^-^-^^ yffi<8W*5j:t5^--^-fitjW^ 

50 ;5C--^^ffi«B, 
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^fclSA I DSftif^J:6»iKH*3J:tJ«seft^afc: 

«a«f*«offi5t ; rS-Y y ^jfci£o»« ; #9PK9I 
©(Bit ; SE¥ffl»*<o8k» ; *A©«t*»fcif#W 

[0 2 5 6] *fc**ftif«>«»L«I«^#U-C<>, *S 

9>T /u* flsJB co&fc, ^icis^tS ***fi©*li4 if ^ 

[0 2 5 7] ( I ) Wt, £ 5 ^tt*Sm^^fcil*i 

Rsi*»ffi<o^B6 • mmmt ltwh 
[0258] mmistzx yi-^ en 

SSTR2jBf*a»fPffl (»*U<H:fP»fPffl) £rWi" 

[0 2 5 9] fk^» (I) tt, #«tffffifflK}H2: jrt>lz: 
[0 2 6 0] r©J:5ftff«flJ»B4:Ur»4, «x.tf. 

[0 2 6 1] _LIS r«f^^K3Hj t Ltlt 

[0 2 6 2] >f >>* y ^fctte&S^ Ltli, ^J* 

(«F*L<|j:vWy8ffi % JTT-501, GI- 
262570, MCC-555, YM-4 4 0. DRF 
-2 5 9 3, BM— 1 3-1 2 5 8, KRP- 2 9 7, 
R-1 1 9 7 0 2, C S-0 1 1 t£ x dfrm-fhlrhZ>o 

[0263] -cis^y isftm&mmtisXte. «x.rf. 

#J<0jyfr«!£ LTIi, «x.tf % bs\s7? ^ h\ 

p/n h\ h^if ^ h\ rir h\ try ? u tr 

MsirjutoTi^^fr-Mtt* ^y-<>^ ^ * h\ 
rv*?*Jb\ ?v * ey Kft^wfenft. 
[0 2 6 4] ±ea*»rt>, ^yxy >#^{£i£l£<t L 
-cwu «?ttf. u-^y^K, -T-T^y^K, s^y 

~K (KAD-1 22 9) , JTT-6 0 8^^|f 

[0 2 6 5] KSJturji, «ttf, ^ 
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[0 2 6 6] ^>^V>t LTI* % 
irUTfi, 0. 4 5^0. 9 (w/w) %<Offi«&«r-& 

>^ y ^i^Ki&sixs^D ^ 5: w y ^ 
[0267] ftis, >r y >-^«, ^^s, ^ 

[0 2 6 8] a-^/W = ->^— "tflMFK* ^Jk. 

[0 2 6 9] 0 37 Kuty >S:^f^tbBgi: UTI±, 
^J^.^> AJ-9 6 7 7, BMS-1 9 6 0 8 5, SB 
20 - 2 2 6 5 5 2. AZ4 0 1 4 0/^^W^ o 
[0 2 7 0] ±aEtt*Mit>, r»R#ff&«|Bj fc LT 

BAY-27-9955^if^^ff ^tt^o 

[0271] ±ib mwm&wm&mm\ t lth, 
[0272] T^v-^jmmmmmt^x^ ma 

h ; if"^U^^ > h ; SNK-8 6 0 ; y 
30 h ; AR 1-509 ; AS-3 2 0 1 t££ti^Vfbfr 
5 0 

[0 2 7 3] ^y^->3yHMi:tTlj: t «x.(l 

[0 2 7 4] ^p^-T ^^r^-ifcaS^i: LTtt, « 
X.^. NGF, LY-333531^«^^^^^tt^ 0 
[0 2 7 5] ±SEK^^<>, r»R#|^efffif&»jgj t 

^/^> t-^l/^-ls (memantine) , tV^ Ky > (pimag 
40 edline ; ALT-711) t£¥ti*mi?hfoZ>» 

[0 2 7 6] ±15 rstHEfOIKj tttit ^Jx^, y^° 

~^asig, ftiwwwftif^w bttSo 
[0 2 7 7] y^ o -ifa^igi: LTf^ «x.tf, ^y 

[0 2 7 8] <&$mnf&t UTIi, , -^^^ k- 

[0 2 7 9] ±8EK#Hcfc, r&UEtt%j fc u-Ctt, 
50 [0 2 8 0] _hfS rigjfiL/Ef&SKIgj t Ltd, ^J^^, 
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[0281] ry^ryv^iftSiHSili: it 

^if^y^K V7if^y/K r^/y/K h7 

[0 2 8 2] *jui/$j*tgm.mt i.xn % «x.tf % 

t°>, TAo^t'y, Ji^^^t: 0 ^. ^^;Uvt°y 10 

[0 2 8 3] # y ^A^^^^PlS^ LTIi. #J*l 
tf, l/y^u-7*yi,, L-27152, AL 067U NIP-121ft 
ifjWHtffeitS. 

[0 2 8 4] T^^fyv'yil^SiIt #J;t 
/l"*>\ -Ol^lM^i^ CS-866. E4177*if^tf 
[0 2 8 5] ±12 rBJigiliLffite«f|S|j £ #J*L 

rf % HMG-coAjB7c**ia«iK, >^7— MWb 20 

[0 2 8 6] HMG-Co A3S5c»»fia»l!l t 

-fc!/-*;*^>\ ZD-4 5 2 2^fc 

[0 2 8 7] 7^y7-h^«ttm Wttf, 
^•tfyj-f?— K ^yy7^^7-h, 9**7 477 
~K '»7^7- hftMSflSW ibtt5o 30 

[0288] _hta rnflf^««9ggj * itn 

[0 2 8 9] _hfa rgt^lgj iLtlt 
[0 2 9 0] JbIB m?^>Wt\ t LTtt, 

h7y vftifss^rf btt-So 

[0 2 9 1 ] _hfB rftfijKffittlKXj 4: ttlt «*. 40 
tf, tr**;***— h»ig»k tf 9 % i/vmtU ti^s 

h-VSJSL PTHK9J. it^T-lstXiZfrmf htlZ> 0 

[0292] ±.m&*uz.i>. wmmmmt tnt 
(om&^^^m^i&m-r^/^^ gh 

RH) % GH, IGF-lJ % W h^^yffe^,^ 

[0 2 9 3] «r8aUfc#fflffl»ffl©»*«pfflH[|8S*n 
i\ (I) tttflUBSHMi:** a#*t*l£#U 

i\ fiffflffliifflota^ffltt, BW±jB^&;h/cv*5a-* so 
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[0 2 9 4] WfflfflHSJcoS^liii, «N::|»t£ix 
i\ S#«M^ it&fy (I) fcWBJB*»*m*<&*> 
^tt^m^o zcox 5tt1StJ*m&k Ltd:, flj* 

r*. 1) (i) t»fflfflKaut«:ra«pi2Httwbu 

2) fk^ft (I) ^flfffl 

fi#«TOHi»s4 % 3) (i) kwmmmm 

»-eo«PBB«E*rfeW^T©a*, 4) fl~&» (I) £tffffi 

z&^mmwmm&i*. 5) en irw^ffiis 
nik£m*izmmfc\.xmbtiz2m<omm<D&t£z& 

•c^fi:#) ftif^ifbit-S. 

[0 2 9 5] {c%m (I) t«fflffl!R»J4:<OE^Jtrt:, 
[0 2 9 6] ^^c, Yb^ft (I) SrH«W»SF©«c»H: 

[0 2 9 7] **M^ESl3B«;«li, 

\\&m (i) kmm^mzwmtstiz&frk*. 

[0 2 9 8] ^ISm^feOSMir tttt, «?Ltf^J 

4f3ftS*rffe*LS. Yb^fe (I) *3J:tJ«*»M^EI6«ft* 
gp»4tfi*BPft («. »Bf» KB. »MR« 

[0299] ^noKWUMfef, Yk^* ( I > 
«-fi» % fflriM*^*©o- 1-10 ofifi%-e*)S 0 a 
#aw:, a#»«* a#^-h, ««fttficj:oAftd 

Wx.ll, »rtW*&ftiKiLT, (S^jeokg) 

fc#u sp^j^ut, naafco, «rskA5> Wk^« 

(I) ) i:UT«J0. l-5 0 0mg, »*b<Jiftl 

0 , 101 -«aa^»+ra#i-s r. t t*x$< 5 0 
[0300] Tkftmnmnai&tonmmcm^^htizm 
m^mcwFmztiz&ftk lth tttsi 

3R»»^is*t6*#J % «ff«UKiff]. BSfa(» *3Wb 
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/sc-c. Basal, aawbffl, -tfflcffl. 

[0301] B^ffl^ ttii, «;trf, £«n D 

[0 3 0 2] »R»i:Lrr4, Mitf, ^r/yyiv 
K^y#ft^as^ff bixa. 

[0 3 0 3] fe^SJt LTIi, UltA'n- 

est, n h— /k ^^-^ hyy, t kd* 

p — #ytr~/utfpy K>\ x>':7 P >\ ^a», if 

[0 3 0 4] ^«»J^LTtt, Wx.«, ^>:/>\ 

ij?V-y^Jx, ? a^ftjuj p — h y A. #;u#3f 

ir/u o ^ if fetus. 
[0 3 0 5] »»Jt L,TM\ attffl*. T^=a 20 

[0 3 0 6] mmffimftlt LTtt. «*tf* * 
y^yn-;K /Dt°l/y^yn-;K D-^>-^ h — 

yr>^ t^^m-rv y ^ft^a^rrkixs,, 
[0307] »»{b»Jt urtt, ^fry;vh 
y^y — /U7>^ 7^y^wthy^^, ^^y 

tttft^^-tf h^^A, ^y^f/y >g?^yiry ^ 

ft £©»BiStt*J *y br=yur/u=-/K * 

y t'^k^P y K>\ tf/UjR^So* f;v-fe;UD- h 

t KP^Vxf;Ut;UP-^, b Kp ^r^P fcVu 
ir^a-^ftif^^cttig^ft^f^^tf 
[0 3 0 8] *SBjai«J4:Urtt, ^K*SI. D 

-y;uifh-;K tftfb-^hy^-^, ^y-ty>\ d— ^ 

h-7Vftif^(f fettSo 

[0 3 0 9] |g8ff?J£ UTti, y >««u SIF» 40 

tt, ^=^ii«ftirott»«ft^ds*rffc*b 

[0 3 10] «f?Sfl:»J£ ^Jx.rf, -O-^/UT/W 

[0 3 1 1 ] B&JEK#J£ tttt, «x.tf, '>°7**->3o& 
fJg^^Tvi^S, ^ppy^;-;K 'O'vvuTA-p — 

ftJftfSIW'&ix*. 

[0312] fet^fb^ji: Ltd, wx.it mmstA. T 



[0 3 13] «6Wtt, S6i:HT©##«, *K«U 

#«W£l8J£-^Sfc0>-Cttft<* *fc*«W©IEH«:Jfc 
ft Uft v ^ ttffl-C^k £ -frT J: v \, 
[0 3 14] 

[0 3 15] **H8ifc*'<* -7—V=-$EWmfa 

[0 3 16] *it "CfflV^ntV Oft©Rf HT 

*S^/{f\' y Y (singlet) 
¥~7* Uy h (doublet) 
y-y*/uyy (double doub 



s 
d 

d d 
1 e t) 
d t : 
P 1 e t) 
t 



tf-ffV Y y zr\"v F (double t r i 



: hVy'^y h (triplet) 
q : 9 y fV'r y V (quartet) 
m : ^rfV^-y^^y V (multiplet) 
b r : ^o- K (broad) 

J : %y-fV isfSSl (coupling co 
n s t a n t ) 

H z : s^/uy (Hertz) 
CDC l 3 : P 

DMSO-de :l^f/^^^VK 

THF : =rYyM KP77V 

DM F : N, N-^fMM7; K 

DM SO : *J*?-A'*A'7fr**S K 

WSC : 1 -m^/U- 3- (3 - f^7 ^ y 

1 H — NMR : ^p h^««St*"ft (iiSf^ y —{fc*C 
DC l,*-X?JB9^Lfe 0 ) 



1 K 

Me 
E t 
HOB t 



i - 1 Kp^v- i H-^<y/ hyr/- 



IPE:^ V ^p tV^—T-yi^ 
[0317] #%0fjl 

is h 
[0 3 18] 
Ut 1 4 ] 
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no 



[0 3 19] ^Jlvu^/U-N-^/U^^^y'^v'fc^ \) is 
> (4.45 g) <D*frh*St* s ?/l't&m (10 ml) Kp- h 

a^^/u*:^ do nig) &Mx-tz 0 fcfcm&4o&m 
tmmt\*tt» % ^«a*-e»»L^o KJC«ic*srjD 

; BHai^/^^*>=i : 4) t'SI!L, SHfb 
^ (4. 32 g) £#fc 0 

1 H-NMR : 5 1.08-1.35 (2H, m), 1.53-1.86 (3H, m), 
2.74 (2H, m), 3.35 (6H, s), 4.02 (1H, d), 4.20 (2H, 

d), 5.12 (2H, s), 7.35 (5H, s). 

[0 3 2 0] ##0»2 
4-(v ? > h^v^^vU) f^y^y 

[0 3 2 1] 

Utl 5] 



■ i 



[0 3 2 2] -O-vvW 4-(>^ h^rv^ ^vUO-l-fc^y 
^y^^^ri/U- h (4.32 g) <D*?J— (40 
ml) K10%^7^*.AR* (0.553 g) fcj:^ir> 

(3.73 g) ^jn^yto Kfcm&m*\nmsm 

1 H-NMR : 6 1.06-1.32 (2H, m) , 1.62-1.82 (3H, m), 
2.57 (2H, dt), 3.09 (2H, d), 3.34 (6H, s), 4.02 (1 
H, d). 

[0 3 2 3] #%#J3 
4-(v?^ h^rv^fviO-N- h y 7;u^*p7irf;ut 0 ^ y 

[0 3 2 4] 
[^16] 
i 




[0 3 2 5] 4-(v^ h^V^^Wt^y^y (0.947 

g) (10 ml) [:hy7;utn^ixf 

;U (0.85 ml) fci^hyx^UT^y (1.0 ml) £*tJ 



10 



20 



30 



40 
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1) "CWSBU MUk^fc (0.779 g) «r»fc 0 

1 H-NMR: 6 1.18-1.44 (2H, m), 1.78-2.00 (3H, m), 

2.73 (1H, t), 3.09 (lH.t), 3.37 (6H, s), 3.96-4.12 

(1H, m), 4.04 (1H, d), 4.49-4.64 (1H. m). 

[0 3 2 6] #%#I4 

[4-(^> h*^^u)-i-tr-<y ^](i-^^u-ih— r 

> K — )\s-2-^ )V) * $ J > 
[0 3 2 7] 
[ftl7] 



[0 3 2 8] 4-(^ h^rWf^t^y^y (8.79 
g) (D7t h~ t> y (250 ml) C1WSC (13.99 

g) „ HOBt (9.77 g) fcJ:tfM->*"/W^K— 7W2-*/U 
tff^lfc (10.64 g) SrJnx.fc 0 SlS*S:S«LT-24«FlBfi 

e*io%^3i^»*«fflc, tk, h y 

i^^vU/^ir^l : l) -CBKL, glJfflte^fel (16. 

26 g) znti 0 

1 H-NMR : 5 1.20-1.46 (2H, m), 1.73-2.01 (3H, m) , 
2.75-3.10 (2H, br), 3.38 (6H, s) , 3.82 (3H, s), 4. 
08 (1H, d), 4.22-4.57 (2H, br), 6.59 (1H, s) , 7. 08- 
7.39 (3H, m), 7.41-7.63 (1H, m). 
[0 3 2 9] #%#J5 

i-( h y yj^uT-^^-^) tv<y ^y-4^;w^7t 

K 

[0 3 3 0] 
Ut 1 8 ] 



50 



[0 3 3 1] 4-(v ? ;* h^v'^/t^-N- h y 7^o7 
^^/Ut°^V i/>-(DTm&m (6 ml) (3 ml) 

«U (0.611 g) 4r#fco 

1 H-NMR: 6 1.62-1.86 (2H, m) , 1.94-2.14 (2H, m) , 
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2.51-2.69 (1H, m), 3.12-3.50 (2H, m), 3.80-3.97 (1 
H, m), 4.11-4.28 (1H, m), 9.70 (1H, s). 

[0 3 3 21 #3f «*J6 
1- [ (1-^ ^/U-ltW S V—jV-2->( /U) jj/Utf—/],] 

[0 3 3 3] 
[ft 1 9 1 



[0 3 3 4] #%#J5<hP*£(;iL-C. ^jigft1^3£^ 

fc. 

1 H-NMR : 5 1.52-1.82 (2H, m), 1.92-2.11 (2H, m) , 
2.51-2.69 (1H, m), 3.17-3.39 (2H, m) , 3.83 (3H, 
s), 4.20-4.42 (2H, m) , 6.60 (1H, s) , 7. 10-7. 19 (1H, 

m), 7.28-7.40 (2H, m), 7.63 (1H, d), 9.72 (1H, 
s). 

[0 3 3 5] #%#J7 
l-Cd-^^-^lH-^T > K— /U-2->T/U)^^^-/^]-4-t 0 

[0 3 3 6] 
[ft 2 0] 



6 




[0 3 3 7] K>- • m&&- — 7k?Pfe(2.3 g) 

<£>Tir h~ h y/u(30 ml)H8S%^. 1, tfv^ 
p[5.4. 0]^>-^ir-7-^^(2.25 ml)^MT*;jn^ s 15 

/U/tf>-®K2. 63 g), WSC(4.31gK H0Bt(3. 45 g)G0Tir h 

1 H-NMR : 6 2. 56 (4H, t, J = 6. 2 Hz) , 3. 89 (3H, 
s), 4.07 (4H, t, J = 6. 2Hz), 6.70 (1H, s), 7.12- 
7.21 (1H, m), 7.30- 7.41 (2H, m) , 7.64 (1H, dd, J 
= 0. 9, 7. 8 Hz) . 
[0 3 3 8] #^J8 

(2R)-l-((3R)-6-^ u u-3-[(i/*^/UT* S)?*^/^- 
1,2, 3, 4-x h7k KP-l-^y y =7U)-3-(W > K— A* 
-3-< ;\s)-\-Jr* y-N- (4- tf ^ y it—fr* ^u) -2-^ a 
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a77; > 
[0 3 3 9] 
[ft 2 1 ] 



[0 3 4 0] (2R)-l-((3R)-6-^ u d-3-[(^^^UT ^ 
y)p*3vU]-l,2,3,4-T- h7t Kd-1-^7 y ^/U)-3-(l 

->f >- K~^-3-f;u)-i-^y-N-{[h( h y 7^pt 

06 mg) cd^/ — /u** (4mi) moKgasa y *^7K 
Stt (2 mi) srJDx.^. R^srsear-s^rastws, 

*£lPETi5fc#U SSft^ft (173 mg) ^#fc D 

IR (KBr) : 3294, 2916, 1653, 1488, 1093, 742 cm 1 . 

[0 3 4 1 ] #%#J 9 
3-d-^^y-Y /L-4- y v?~/W) ^nyN^jg^ ^vU 
[0 3 4 2] 
[ft 2 2] 



COOMe 



[0 3 4 3] 3-(i--<y^;W4-txy ^;U)^P/> e 
>m (2.01 g) (30 ml) *«(C7k?&Tia 

ft^*-~/u (1.09 g) SrjTFLfco CO«««:*ftTl 
B*lffl«#PU «ET*«C«r«*Lfc D aSSrBK^fvu 

te««u h y *-mc % 

ttJc^Jfcif^KMfcLfc (MgS0«) . ^T*&l££:Sife 

» (1.99 g) trM&Wi'b LT#fc 0 
! H-NMR: 5 1.20 (2H, br) , 1.58 - 1.68 (2H, m) , 1.6 
0 (3H, br), 2.36 (2H, t, J = 7.4 Hz), 2.90 (2H, b 
r), 3.68 (3H, s) , 3.70 (1H, br) , 4.70 (1H, br), 7. 
39 (5H, s). 
[0 3 4 4] #%#J 1 0 

[0 3 4 5] 
[ft2 3] 



50 
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OH 



i 



[0 3 4 61 S-O-^^iAYA^-tV^y ^yl/jyo^ 
^St^'f-/^ (1.99 g) , LiBH«(0.24g, 10.8 mmolK * 
# S— >\s (0.35 g, 10.8 mmol) Ox- v L /U^fg^45 c C 

x*30ttmmm^tz o s^^^^tin J£g£ do mi) 

tt£tJf££lNi£gL tK, fftfr^&*Ti5fcrML «£«&L (Mg 

S0«) , V^^^7^D-7^77>f- (IRS 

Six, tg®ffc^«i (i.04 g) kl^xm 

1 H-NMR : 5 1.20 (2H, br), 1.32 - 1.40 (2H, m), 1.4 
7 - 1.64 (2H, m), 1.60(3H, br), 2.90 (2H, br) , 3.6 
4 (2H, t, J = 6. 4 Hz), 3.70 (1H, br) , 4. 70(1H, b 
r), 7.39 (5H, s). 
[0 3 4 7] #%#J 1 1 

3-(i--o-y r -r /u-4- tv* y v>~/u) /nxt-yu 

[0 3 4 8] 
[^2 4] 



[0 3 4 9] 3- (1— yV /U-4- fc^ y S^/l^-l-^n 
'V — /l" (1.04 g) , ^.M-fF^^H-^li 
v^^/U^-^r>> 7U- y*J"tl)V (0.006 g) 2o<kU<NaBr 
(0.48g)O h^xy/i«iW* (6/6/1) mm (39 m 
1) «r*ftT»L<at»U*3iSfc, NaHCa (1.06 g) *S 
J:tfNaOCl(5%*g|& ; 6.8 ml)C0^^M (24 ml) £40 

ttttJH»i4=fiT«JS t SHrTKl (0. 83 g) 6010% KHS0< 
£10* Na,S,0,(Dffi^SttT»fci£«, (MgS 
0 4 ) 0 WET*«£«:9*U. SBfb^tt (0.61 g) SrU 

1 H-NMR : 5 1.20 (2H, br), 1.58 - 1.65 (2H, m) , 1.6 
0 (3H, br), 2.35 - 2.55 (2H, m) , 2.80 (2H, br), 3. 
70 (1H, br), 4.70 (1H, br), 7.39 (5H, s) , 9.79 (1 
H, t, J = 1.6 Hz). 

MASS (FAB) m/z 246 [(M+H)* ], 491 [(2M+H) 4 ]. 

[0350] mmmi 

(2R) -N- [(l-^^y-f JV-A- t 0 ^ y * ^VU] -1- ( (3 

R)-6-^ D n-3-[ (>?> f;U7 ^ y)> fM-l, 2, 3, \-=T 
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[0 3 5 1] 
[ft2 5] 




[0 3 5 2] (2R)-l-[(3R)-6-* n P-3-[(^f^7^ 
y)> ^vu]-l,2, 3,4-r* YyM Ko-l-^r / y -/u]-3-(l 
— i y ;\s)-\-**cy-2-zfvs<isT * 23 

g)<o^*y— yu(25 mD^fgi^, 4-*;^;;u-l--<yy 

-McStJDx.* rh7t Ko77^/B8if^i/ittt 
/Co aS*rr/U5^*9^^o^ h^97-f-0HBB* 

HE : B»*^--ilFifc*^/3i^y"-/^=io/i)-e»K 

= 10/1-5/1-3/1) «flMfc^4*(1.12 g)£# 

IR (KBr) : 2910, 1615, 1487, 1435, 1275, 740, 709 c 
■ \ 

MASS (FAB) m/z 612 [(M+H) 4 ]. 

[0353] ^T<ommm2^7{cmm<Dit^m^mmm 
[0354] m&m 

4- ( { [ (1R) -2- ( (3R) -6-^n-3-[(^W;;)^f 
a0-1,2,3,4-t- h7t Ko-l-*y y^)-l-(H>K 
— /U-3-^r f;u)-2-t^yxf-;U]7; 7 } > ^VV)-1 

[0 3 5 5] 
Ut2 6] 

r H * 



6 




50 



[0 3 5 6] IR (KBr) : 2917, 1687, 1486, 1091, 739 
cm" 1 . 



( 32 ) 



61 

MASS (FAB) m/z 642.4 [(M+H)* ]. 

[0357] mfam 

-6-^ a D-3-[(v/>f/U7^y)^f/V]-l,2, 3, 4-7* h 
7t Kp-l-^y !i^^)-3-(WyK-;w3^;i')-l- 

[0 3 5 8] 
[fb2 7] 




10 



6 



[0 3 5 9] 1R (KBr) : 2909, 1644, 1485, 1091, 739 
cm" 1 . 

MASS (FAB) m/z 598.4 [(M+H)*]. 
[0 3 6 0] HJSCT4 

(2R)-l-((3R)-6->? u tf-3-[(v^ tV^T tVU]- 
1,2,3,4-7" hyt: Kn-l-^r/ y^U)-3-(Hy K-^ 

-N-({l-[(l-y tvU-W >- K— ;W2- 
/K^yu]-4- fc-X y v^/W y ?-;l>)-l-** 

r ^ > 

[0 3 6 1] 
U£2 8] 



20 



30 



6 




[0 3 6 2] IR (KBr) : 2819, 1613, 1484, 739 cm' 1 . 
MASS (FAB) m/z 665.4 [(M+H) 4 ]. 
[0 3 6 3] MMW5 

(2R)-l-((3R)-6-^ D n-3-[(S^*7UT S y)y TVl']- 
1, 2, 3, 4-T- h7t KP-l-^y y :n/U)-3-(W > K— A* 
-3— fyu)-l-^-^y-N-{[l-( h y 7;^n7tf/u)-4- 
fcV< y v^A-] y ^}-2-^n^y7 ^ > 

[0 3 6 4] 

Ub2 9] 



40 
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[0 3 6 5] IR (KBr) : 3324, 2920, 1684, 1487, 145 
7, 1202, 1141, 743 cm" 1 

[0 3 6 6] 3Si&0ij6 
1-- <:/yVA-N-[(lR)-2-((3R)-6-^ n n-3-[(v^ tVU 
7;y)^f^M,2,3,4-r h7t Kn-l-^r/ V ^/b)- 

l-(W ^ K— A-3--T A^y 7VU)-2-;*-3r y^vvu] fc^ 
y 

[0 3 6 7] 
[ft3 0] 




[0 3 6 8] IR (KBr) : 2932, 1614, 1435, 1095, 742 
cm" 1 

MASS (FAB) m/z 598.3 [(M+HV]. 

[0 3 6 9] mmw 

N-[(lR)-2-((3R)-6-* a P-3-[(^W>;;)^f 
A-]-l,2, 3,4-t" h7t Ko-l-^r/ y ^;W)-1-(W ^ K 
-;W3-T ;i-^f^)-2-^^yxf;v]-l-[(l^f;U-l- 
4 is AO * A'tffeA'] y v>>--4-T ^ V 

[0 3 7 0] 
Ut3 1] 





50 



[0 3 7 1 ] IR (KBr) : 2936, 1620, 1484, 1227, 740 
cm" 1 

MASS (FAB) m/z 651.4 [(M+H)* ]. 

[0372] m&zm 

N-CO-'OW ;U-4- y ^~A0 y ^^]-N-[ (IR) -2- 
((3R)-6-^ n D-3-[(v ? y vvl-T ^ y ) y "f-M-h 2, 3, 4- 
7h7fc Kp-1-^/ y ^AO -1- Cl — f > K— A-3-"f /u 
y 7VU)-2-:**y^7Vi/jTi? hT ^ K 

[0 3 7 3] 

[fc3 2] 
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[0 3 7 4 J {2R)-N-[(l-**>*/4 'W-tr^V 
>^W]-l-((3R)-6-^ o p-3-[(^f/U7^;)>f 
/U]-l,2, 3,4-x h^b KD-l-^y y ~/U)-3-(W > K 
-;l-3-^ /U) - l- t ^ n /nV 7 ^ >-(200 mg) t h 
I) in^vUT ^ >(47 ml)Of F7t Kp^^XIO ml)*g 
^IC, ^kTir^U(23 ml)ST7k?&T"C*nx., ^«a-^2fip 

ft^/uHBtt^Tvi'/A*' y -/u=20/l) -C»SL,fc 0 
4fc (150 mg) £*#*I 0 

IR (KBr) : 2926, 1626, 1487, 1446, 1275, 742, 709 c 
nf l . 

MASS (FAB) m/z 654 [(M+H) 4 ] 
[0 3 7 5] m&^9 

(2R) -N- [ (l-^V y v^/U) t< ( (3 

R) -6-^ u □-3-[(^>f/U7^ y)^^W]-l,2, 3, 4-7 1 
h^t Kn-l-af-y y x/u)-3-{l-^y K-/W3-^yV)-N 

-^f;M-^y-2-/p^>7-;> 

[0 3 7 6] 
[ft 3 3] 



J 

[0 3 7 7] (2R)-N-[(l-^<>'>/'Y/^-4-e^<y S^n/lO 
;^;k|-l-((3R)-6-^ oo-3-[(^W ^ 7)^^ 
yl^]-l,2, 3, 4-t^ h^t Kn-l-^-y yx;U)-3-(WVK 
— /U-3— i )V)-\-it^r y-2-/a/N>7 ^ >-(200 mg)OT 
■fe h y^(l5 ml)^M(-, 37%tK7U-7 y >-(0. 122 m 

b yrt h*v**<b***^h y ^^039 mg)^^m 
-can*. i«Fwa»Lfc. Rjc«^ttft«»**^ h y 



10 



20 



30 



IPE/^*1^T-ifc#U mm<t^&) (112 mg) £#jt 0 
IR (KBr) : 2929, 1630, 1487, 1457, 1272, 740, 708 c 
m l . 

MASS (FAB) m/z 626 [(M-m)*] 

[0378] ^iT<Dmmmio^\2icmm<Dit^mtmm 
[0 3 7 9] mmmio 

(2R)-l-((3R)-6-^ p u-3-[(v?>^yWT^ y)^^/W]- 

1,2,3,4-^ h7t Kp-i-^y y ^/u)-3-(i-^r v k— ;u 
-3— r ao -N- > ^/u-n- ( { i - [ ( i - * ^vu- 1 ->r v k — yu-2- 
>r /u) #/u#-/u]-4- tv< y v^^/u} ^ ^a-m-^* y-2 



[0 3 8 0] 
[fc3 4] 




[0 3 8 1] IR (KBr) : 2928, 1626, 1487, 1457, 123 
1, 739 cm". 

MASS (FAB) m/z 679 [ (M+H) 4 ] 

[0 3 8 2] -mmw 

(2R)-l-((3R)-6-^ o o-3-[(v?^ f;u7 ^vu]- 
1,2, 3,4-x h7k KP-l-^ry y zwU)-3-( W ^ K— A* 
-3— f;U)-N-^f/wi-t^y-N-{[l-( h y 7;^n7t 

^^) -4- y >^/u] ^ -2-^ p^^t $ >- 

[0 3 8 3] 
[^3 5] 




50 



[0 3 8 4] IR (KBr) : 3333, 1684, 1653, 1487, 145 
7, 1200, 1142, 743 cm" 1 . 
[0 3 8 5] WfcMYl 

(2R) -1- ( (3R) -6-^PP-3-[(^f^7^)/f;l/]- 
1,2, 3,4-x h7t Kn-l-^r/ y =;U)-N-xf ;U-3-(l- 
^ >- K— /W-3--Y/U)-N-({l-[(l-> ^/u-l— T > K— ^-2 

— </u)#/Mf^/u]-4-fc°^y s^/W y f/u)-i-t^y- 



65 

[0 3 8 6] 
Mfc3 6] 




[0 3 8 7] IR (KBr) : 2920, 1635, 1486, 1457, 122 
8, 740 cm" 1 . 

MASS (FAB) id/z 693 [(M+H) + ] 

[0 3 8 8] mmmis 

(2R)-l-((3R)-6-^ u n-3-[(v>> f;U7 

1,2, 3, 4-7" F7t Kn-l-^y y ^/U)-N-({l-[(5-^ u 

u-l-y ^-yl— 1 — < 1/ Y—)V-2-4 fr) ^7/U^^/l^]-4-t: 0 ^< 

y c^u) y ^/w) -3- ( W >- K — /u-3— Y /w) -i-;*-3f y- 

2-y P u^>'T ^ > 
[0 3 8 9] 
Ub3 7] 




[0 3 9 0] (2R)-l-((3R)-6-^ u D-3-[(^fyU7^ 
-1,2,3,4-t" hy t: Ko-l-^ry y ^/U)-3-(l 
->f V K— /i^-3->< /U) -l-^"^r y-N-(4-b°^< y v^/uy ^ 
/l/l^/n/NVr S >(151 mg)OTir h~ h y^(3 ml) 
*3«tt5THF(3 ml)r&^&*i^ 5-^ n n-l-y <tvW1IW 
^ K— yW2-*^3jf>j8 (65 mgh WSC(71 mg) , H0Bt(47 

^/^^> = 4 : 1)-C««U «HffrS«<171 mg)£ 
IR (KBr) : 3294, 2933, 1624, 1457, 742 cm" 1 . 

[0 3 9 1] mMMu 

(2R) -1- ( (3RS) -3-[ (is* f/U7 ^ /) ^ ^7U]-1, 2, 3, 4- 

4- y y <tvu) -l-^-^r y-2-y" D/<y7;y 

[0 3 9 2] 
Ifb3 8] 
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10 [0 3 9 3] (2R)-l-[(3RS)-3-[(v ? y^/WT^y)^^ 
yl/)-l,2, 3,4-t" h7t KD-l-^y y — 7U]-3- (1 — T V K 
-;u-3-^;u)-l-#^y-2-7 p D/N 6 y7 ^ y (0. 30 g)(^)x 
*y — /u(i5 mDfftK^, i-[(i-y ^/u-iH->r > K— 

2->T AO # /Ustfe AO y l/~\-t> A*y< A^f* t K (0. 32 
4 ritrM-CJP*., l5»MSt»Ufco SJEBffl^ft^hy 
Tir V^-^mit^m-i- h y *A(203 ^trsa-cin 

7 7>/Rix^ (1/1) r»»diLfc 0 *T«B*rffifnft 
20 JfokT-SfcfrU »«Lfc 0 S£SrrA^-*-#9 

^A7^*y— A^=20/l)T»»Lfc. #fc*L^:S$Sr, 

^ y — yu= 10/1 -5/1) TrW®} 
U SMMfrS* (0.170 g)«r*ft«»*i:LTftfc. 
IR (KBr) : 2938, 1634, 1491, 1447, 1275, 1111, 741, 

710 cm" 1 . 
MASS (FAB) m/z 631 [(M+H)* ]. 
[0 3 9 4] WT^>^ifi«yi5-16(CfBttCOft:^^^j!fe 
30 »4^BI«i:Lt^*Lfc. 

[0395] mmmis 

N-[3-(l-^y/^/U-4-t°^!j v^^/^yo t*A0-N-[(l 

r)-2-((3r)-6-^ p o-3-[(^y^ur ^ y)y ^/u]-i, 
2,3,4-7" h7t Kp-i-^y y ~A0-1-(W ^ k— A-3 
— r/i^y ^/u)-2-^^y^^/w]r s > 

[0 3 9 6] 



[ft3 9] 




[0 3 9 7] IR (KBr) 3268, 2930, 1628, 1445, 1277, 
741 cm" 1 . 

MASS (FAB) m/z 640 [(M+H) 4 ]. 
50 [0 3 9 8] MMWlG 
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(2R)-l-((3R)-6-^ a P-3-[(^f^7^y)^f 
1,2,3, A- h7t Kn-l-3ry ]) :n/U)-N-({l-[ (5-7 

[0 3 9 9] 
Ub4 0] 



6 




[0 4 0 0] IR(KBr) 3301, 2934, 1632, 1460, 1235, 
743 cm" 1 . 

MASS (FAB) m/z 683 [(M+H) 4 ]. 

[0401] mmmu 

(2R)-l-((3S)-6-^ D P-3-[(^^f/U7^)yf/W]- 
1,2, 3, 4-T" h7t Ko-l-^y V ^A-)-3-(W > K— A" 
-3->T /u)-N-({i-[(i-> ^vu-W > K— yu-2— f ;u) tf/i^ 

[0 4 0 2] 
Mfc4 1] 



N 
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[0 4 0 3] (2R)-l-[(3S)-6-^ o d-3-[(^^7^ 
y)^^]-l,2,3,4-^ h7t Kn-l-^y y -/u]-3-(i 
->T V K— ;v-3-^^)-l-t* V-2-7 p D/^7 S 52 

g )0^^y— /U(30 mDSttli, i-[(i-^ ^vu-itw > 

k— /w2->r^)^7^^— /w] t^y ^^-4-^/w^u^t 
Kd.so g)«:aia-eiDx., 30#fmgi#L*L o su&u&m 
ich v riz h^isfcrnfefrvm-r h }) *mo.94 g )£^ 

fbfdo ?l^7;U^t*7ix^n-7h^77^ 

/D-eSKtiTco m*binti&£&, ^VUVji-tf?^? 

m*y-,u= 10/1-5/1) -e»«L. «Hft;£4* (0. 95 g) 

1R (KBr) : 2938, 1626, 1485, 1462, 1269, 1233, 109 
4, 739 cm" 1 . 

MASS (FAB) m/z 666 [ (M+H) 4 ] . 
20 [04 04] 



(1) mmmix-mibtiitfc&m 

(2) 59 b— * 

(4) h^o^VgtJ 

(s) ^f7yyiv^v/^A 

[0 4 0 5] *ifefc«l\h<B (l) - (6) SriS'&U 

[0 4 0 6] m»m i 

iae^asf^ffiii, ^^7-^0-^^ (Moiecu 50 



5 0. 

3 4. 

1 0. 
5. 
0. 

2 0. 
2 0. 



0 m g 
0 m g 
6 m g 
0 m g 
4 m g 
0 m g 
0 m g 



1 9 s 9^mm^mm^m^^ 



lar Cloning) 

[040 7] (1) t h • yvh^^fyi^ir^-S 
eit7'^^7 P 4 (hSSTR4) DNA(D^u-^y 

<&%\<DM hSSTR4DNA©SSE?l (Rohrer^, ^ 
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D->-v?y^ • • if ■ 1->3 1-JU • TiJ'f^— • * 
y • iMm^irX ■ ^l— (Proc. Natl. Acad 
Sci., USA)90#, 4196-420031, 1993^] ClS^t, D 
NA^-y^v- S4-l*3j;t5S4-2«:'&j£Lfc D 
S 4 - 1 COE^lJli, 5* — GGCTCGAGTCACC 
ATGAGCGCCCCCTCG-3' (^JS^" : 1 ) 
-e*0, 5* — GGGCTCGAG 

CTCCTCAGAAGGTGGTGG-3' (EJ0# 
•*§■ : 2 

[0 4 0 8] fe^i: t hM^DNA O 

^ry^tt, # ^ p ^S-^-CL6550-l) Srffll/^Co ^DNA 

0. 5 ngflJLiaDNA^y =T-e — ^^^2 5 pmol 
-fo^JDx, Pf uDNA^y^7-if Uh^^^r-V 
(HO) 2. 5»ffi«rffl^TsKy>9— tfieftBEJC (PC 
R) frfirfcofc. RiCE*Sffl*tt. PfuDNA^^7 

[0 4 0 9] RMftlt 9 4ttim 6 6^1^ 
IB, 7 5tt2^^1t^^;^LT, 3 SIM*/!' 

fct:^ a«Jt-rs*>f X (ttl.2 kb) ODNAKr 
fr*»»»i:i9(B$hTV^fc D ttDNAWffrSrr^fn- 
^y^&HflfetLfc^oTlHllRU Hindis 

ht«Lt/7^-; Kpuci i sciiu ^>-t° 

h-fc/W-C&S^II&B (Escherichia coli) J Ml 0 

9^SteJftU^ 0 S*DNA»rJtSr&tr7 p 7*S KSrW 

^JW*f36SALF DNAV-^Vf- (7 7^-7^7 
f±K) ^ffADNAW^tiaBEJIfclttBUfci:^*, 

[04 10] (2) th«yvh^^fyi/t7 p ^-I 
fifM^^-Y^ (hSSTR4) DNA«/7^ 

cho (^*-<=-x^a;*#— w*) »B-e©*a^< 

^ — tim pAKKO-lll ^ffl^t pAK 
KO-1 1 1 IS&fT) «fc LTilLfCo 4*|ffl3p5-0 

7 6 3 8 5 ^mcmm<o ptbhu frbftmrnm 
(Hindi i i ) %>£&mmmm (cun ttm\z 

iotSRa^n^-^t/p o 1 yA<»>^t 
/u*rStfl.4 kbODNAWrtfSr^fco pTB3 
4 8 (Naruo, K. et al. /M^^;W7^K'^ 
-T^-^-f iSX/ls • y*— ^ • 3?as^-: yX (Bi 
ochem. Biophys. Res. Commun. ) , 128#, 256-264M 

(1985)) ^&mme (cud *sj:i«hi8»* (s 

all) fciJSKJ: 9 KnSKKKWSMte^ (d h 
f r) SrStM.S kb^DNABritSr^fco rixfeOD 

dLfcgL T4 y #~ tfKlJ: pAKKO-l 

[0 4 1 1 ] Scfcl, t h • S STR 4 DNARfrfclT 
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i"*^** K 5 ji g*1HIBIM* (Xho I) -eJBfls 

STR4^3-KtS1.2 kb<DDNA#rK-£(E]i|XL 
fco tt, ±S(7)^-<^^-pAKKO - 1 1 1 
(5. 5 kb) 1 »g*fflVmm (Sal I) -CJHYtL, 
th-SSTR4 DNAB*rJt£rJf X1rZ>£Lito<D9 n — 
=.^^»t£SrfPML.fc 0 teft^tf-Wrtik 1 . 2 kb 
£>DNA£rjt££T4 DNA y g&javtT&frU 
SM^lfb^^v'^ AfeCt^il J M 1 0 9K?gA 
10 U«e^Wbth'SSTR4 DNA^fK" 

-;KpAl-ll-hSSTR4^: 0 rco^ff^^ 
f££r;*:J3§® (Escherichia coli) JM1 09/pA-l 
- 1 1 -h S STR4 fc^Lfco 
[0 4 12] (3) fc h • y^r hXPT-l/ls'ty?— m 
65^^/4 (hSSTR4) DNAWCHO (d 

h f r ) mf&^<Dm?<k&m 

CHO (dhf r") 1X1 0 6 ^flS^r. i£^8cm<£> 

V-Y— uSrffll^T, 1 0%*^J3£!Elfc?f £^t^^F 1 
20 2JSJft-C2 4R$|fflJS«U ^^»t-±§S"C#fcb h • 
SSTR4 K p A- 1-11- 

h S S T R 4 > 1 0 ^&&J/W?J*& (Cell Ph 

ect Transfection Kit ; Pharmaciaf±]g}) ~C^ALfc 0 
2*?A 2 4 B»m&. «»fcl0 %»*f * v-Jl&illfcLtS^^tf 
^^5,3^^— ^Vujgjfe (DM EM) Mj&X.T, * 

#«s-c=ia=-s:^-r^aBia dh f r + 

30 "Cffljeu^io t h • S STR4S*ff«m»fla«Srafl£ 
ffllg®^ (5 0roM hy^-^K, ImM EDTA, 5mM 
WSC*7^sV J*. 0. 1% BSA, 0. 2 mg/ml 
> h 7 >>\ 10/zg/ml n>f ^>^>\ l//g/ml 

2 0 0 units/ml TzTv^^s (pH7. 
5) ] "CftJRU »ll&SSr2 0 0// 2 x l 0 4 <@ 

«CH«Lfc„ 2 0 0/11^-^1:^1, 5 nil [ 
125 I ] -y-v hXf^ls- 1 4 (2 0 0 0 Ci/romol, T 

^v-Y^ttM) 2/ii*»*pu. 2 st:, eo^m^^ 

>b^l 0 ^/i, ^»S«J^S (NSB) 

40 £ffi!)^:i-<5fc#)i;i. yvh^^fy-i4 do' 1 m) 

ffifi^TfK (5 0 dlM Ny^-^iM, lmM EDTA, 5 
mS\ mit-* J* (pH7.5) ] (1.5 ml) &m 

ML. GF/F^7«5iK (Whatraantt) T-5i®, 

sbi^ewia (i. 5mi)"ea=»ufc 0 

h^^^^ifg^tt^)iSv^fl&», hSSTR4-l- 
2^il«Lfc 0 

[0413] (4) 7 5^ h ■ y~* hx*n'ls±'74r — 
50 ieSf^^^4 (rSSTR4) DNA^o-^ 
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<&%HD7 y hSSTR4 DNAiO^&iB^J [Bito. H 
J. BioL Chem. , 2693g\ 12722-12730H, 1994^3 
DNA^-y^- S 4- 33oJ:tfS 4 -4 

[04 14] S4-3(Om^n. 5'-AAGCATG 
AACACGCCTGCAACTC — 3* (IB^JS^- : 
3)T*fc9. S 4-4<£>§a?Utt, S'-GGTTTTCA 
GAAAGTAGTGGTCTT-3' : 4) 

[0 4 15] mMt LTIS, Sprague-Dawley^ 2/ htf>£> 
MDNA^E a s y-DNATMK I T (-f>t:*bu 
(Invitrogen) *t») fcfflt^BBLfct^feffiffl 
Lfc 0 ^DNA 0.5 ngdJtfBDNA^y =f-e— 
tl^th2b pmol-To^ra^, TaKaRa LAPCR 

KIT (^^7 (TaKaRa) |±®i) Srffll^X^ y > 7" 
■IfaiilKflfSrfTftofc. 
[ 0 4 1 6 ] EO£&#tt, 9 5tT3 0m 6 S^T* 

5. BfSfc-J-SiM'X (^1.2 kb) (ODNAlrfr^t 

*»5>Srfe(CLfe*s 0 -c(HjJRL % OR I G I N A L T AC 
LONINGKIT (lnvitrogenf±$0 — (p 

CRTM2. 1 (ffi&&) )KSaKU ra^f-r^ hir/U-C 
£>6*:/l£0 (Escherichia coli) J Ml 0 9 KUBRteSI: 

^mztiZT *;mffi?H&. mjlsoBito. Hfcco«©^ 

[0 4 17] (5) 7 y V ■ h^^Wir^ — 
(rSSTR4) DNA«^7 

CHO»WM^^-i:ltlt JLISOpAKK 
O- l 1 1 Srffl^fc. Jil5-C#^ttfc7iy h • S STR 
4 DNA*rit«r*rt5^7^5K 5 * g«rSIISB«f 
(E c oR I) "CWfbU T 4 D N A p o 1 yme r a 
seMIL/:fc 1 %T#n — *^suSSttlcl(i«rfTt\ 
7ixh'SS TR45:3- Ki"S 1 . 2 kbcDD N AJ$rJt 
SrlHllRLfco ^It, ±EO38S^^-pAKK0- 
111 (5. 5kb) l//g$rftJ|£Sli!t (C l a I ) X*m 

T 4 DNApolymerase, $3 tMlkaline Phosphata 
seML, 7^h«SSTR4 D N ABfJt SrffAti 

jti: 1. 2kb(DDNAlTr)t^^T4DNAy^-if^ 

1 0 9MAU ^Kte&{fcO*2nib7 5' h • S STR 
4 DNA»r>i*^>^n^~^-^bTlllH*^^lfA$ 
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ftstz&my? K pAl-ll-rS STR4^# 
fc<> r<D«R«afcflcS:*:flMi (Escherichia coli) JM 
1 09/pA-l-l l-rSSTR4 tm^Ltz 0 

[0418] (6) 
W&W-V-^fjZfA (rSSTR4) DNAOCHO 

(d h f r") »^^A^M 
CHO (d h f r ) fmmi x l 0 6 M&£r. BS8cni(D 
U^ffll^T, 1 0%^^i^jfiLm^tf q -me 

io #) t-24«iu relate, JiierWc^iyh 

•SSTR4 DNAM^7^^ Kl pA-1-11 
-rSSTR4, 1 0 /igfr y ^j&tr/l'i'^Affi (Cell 
Phect Transfection Kit ; Pharmacia) "C^AUfc 0 >g 
A 2 4 «*Sr 1 0%S*f *^fl&]£«l£^tf a 

-MEMM ( y tfjX ^ U^-v- K • 7****/^ ? U&is 

K^) SifcM&x.T, *&MX'=iu^-$:Km-tZffl 

v& dh f r*mm ^ii^u^ £<bf-, 

20 m&m&mm*±mfcm<Ds<4^T*>'r7y±'(\££ 

<^>ii5V^^1*. r SSTR4-20-25^MLfc o 
[04 19] (7) y-r M^fyi/t^- 4 

t: hioJ:t^7 ^ h • h ^ * Uir:/* — 4^^C 
HOi«, hSSTR4-l-2, fc^l^rSST 
R4-20-25 (lxiO'B) £r5mMEDTA£r 

asmufcy >ffimffi±m&Mfc (pbs-edta) \z 

30 h/<y77- (10 mM NaHCO,, 5 mM E D T 
A, pH7. 5) £rl 0 mUra;t, *tfy hny^i/f^ 
■9 s — Srffl^-C*^*— h bfc e 4 00Xgt'15»iS 
^kLT#k;fr/c±?f?££ bfw 1 0 0, 0 0 0 X g *C1 

1<DT yt<{'<y7T— [25 mMTri s-HC 1 , 
1 mM EDTA (^ U^v?T ^ >-E9g^f^) % 0. 1% 
B S A (^VlfiL^T^y^ ^) , 0. 2 5 mM PMS 
F (7x^;u>f/u^;wt^;U7/^7^ K) . lAtg/ 
ml ^yxfT-l', 2 0//g/ml n^^^"^^, 10/ig/ 
40 ml 7*^-7*7% K^, pH7.5] CBiBU 10 
0, 0 0 0 x g-ClBSraifiifrUfco LTlHlllX^ 
n«I^W2 0 ml^T2/ir>ry<jx7 7"-^IB» 

[0 4 2 0] $mm 2 

(i) t h • y-7 h^^f yut^-ief t^>f 

^1 (SSTRl) DNAO^n-^y^ 

^*P<E>fc h • S STR 1 c DNA^ISE^IJ [^o->— 

• ^-^ • if • ^-->3^ • 7*?^— • ^-y • -y- 

50 ^frn.>-^ . jx— rc^^i— (Proc. Natl. Acad.Sci., US 



( 
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A) , 8 2 5 1-2 5 51, 1 9 9 2*£) 

tz 0 Sl-ICOE^IJ^. 5'-GGTCGACCTCA 
GCTAGGATGTTCCCCAATG-3' (Sd^IJ 
#^§- : 5) -Cfct) , S 1 - 2^ffi^Jli, 5 1 — G G T C 
GACCCGGGCTCAGAGCGTCGTGAT— 
3* 6) T'fc£ 0 HffliLTIl, t Hftfe 

»DNA (^n^x^^tfc, #*n^#^-CL 6 5 5 0 
-1) *rfflV*fc„ SDNAO. SngCHUia^DNA^ 
y^-K^tl2 5pmo 1M, PfuDNA^ 
y^7-f Uf7^^(»)) 2. 5itM££rffl^T 

uDNA^y ^ i:»^t^i:^of: 0 R 

(JKJ1. 2kb) CDDNA»ffr^#S» 
WffiKLtEoTlHMXU H i n cIIiM h-CBBSbfepUCl 
(Escherichia coli) JM1 0 9 Kfl0fM£8ILfc: o E£D 

NAv-^ryf- (:7 7^-^>7tfc®jg) T'jfADNA 

[0 4 2 1] (2) fc yvh^^fyu-fe^-S 
aif/^^/l (SSTRl) DNA«t/7^; 

cho (^w=-X'^**-9P3i) aafla-e^m^ 

^^-^Ltlj:, pAKKO-lll^to pAK 
KO- 111 JiftOJ: 5*-«*Lfe 0 W¥5-0 7 6 
3 8 5-§*^^fB«C0pTB 1 4 1 7A^H i n d II 
I*5j:tfC 1 a JMi:J:oTSR a u-^ — ^— ikJzt/ 
polyA|»>m^t?l. 4 k bODNAEfjt 
Sr^fc. £/c, P TB 34 8 (><>f % • T >- K 

• />^^-7^ v^^/u • y i^— ^- • 3 ^ ^^<5r— >3 >x 

(Biochem. Biophys. Res. Commun. ) , 1 2 8, 2 5 6 
-2 6 41, 1 9 8 5fl KCla I^it^S a 1 I 
«S«^J:0^t KnSMBS^SSf (DHFR) iMS^S: 
5 k b<£>DNA$rJt£r#fc 0 ~ *L <bcDD N A#r 

T4 y tfjCj; t>&*§U pAKKO-111/ 

sstri DNArrrJt^^r-rs^^^ K5 /z g &ffl 
mmmsa] i-efflftbfc«, i%r*fu— *$vmb 

aScl(lSrtTV\ th-SSTRlfca-KtSl. 2k 
b<ODNA»r^Sr®iRLfc 0 tfjgB0>|5S'<* * 

-pAKKO-1 11 (5. 5kb) 1 g £r S a 1 I 
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TiEMfcU t h • SSTRl DNA^^AtS^: 
fcl. 2kbOTNAlrfr^T4DNAy^-f^^ 

0 9lC*?AU ^Ste^^t^b t h • SSTRl 
^^^n'pAl-ll-SSTRl^ r<£> 

^Ste**^v^y tr 3yjMio9/ P A-i 
-i i-sstri tm^-tZo 

10 [0 4 2 2] (3) tF-y^^^>VW-I 
-Y ^1 (SSTRl) DNAOCHO ( d h 

CHO (d h f r) 1 X 1 0 6 M&£r, [US 8 cm 

(7)->^ — U^ffitNT, 1 0 % £ v*JEjfiL?)f Srgftf^AF 
12git*24fflgiU r.^^(^BUlB (2) "Cf# 
h - SSTRl cDNAM/7^; Kl pA- 

-sstri, i0/ig§:yyii;^>!)^ 

(Cell Phect Transfection Kit; Pharmacia) T'^AL 
fc Q $A24ffl«, 0%a«f^^fl&]ailn.»Sr 
20 ^frDMEMigi&lC&xT, Mfnn^-^Mf 
SftJia (-*"&*? DHFR 4 »fi) SriRLfcp £ <b 

8fc-CM£Lfc D t h • SSTRcDNAM«M 
^ffllf* [SOmMWhy^^ 1 mM(D EDT 
A. 5mM(?)Sft-7^'>»A, 0. 1%<7)BSA, 
0. 2mg/ml^>f7^, 1 0 v g /m 1 <D n 
1/ig/mKD^^y, 2 0 0un 

1 t s/m 1 (^)7/o^y (pH7. 5) ) "CftJR 
30 U »M^2 0 0 /x lSfcU2Xl O'fiCill 

fc„ 2 0 0HSrf*-^»aU 5nM [ I25 I] 
-y-^h^^fy-H (2 0 0 0 C i /mmo 1 , Am 
ersham) 2 ^ 1 £ gS^D U 2 5t, 6 0»IW^^ 
-V 3 yU: 9 *fc, (NSB) £t$Ja£ 

-t&tubk^ yvhx^fy-i4 (10 4 m) 2 // i 

mm (5 0mMOhy^M l mMWED T A x 5m 
McDi^^^i^A (pH7. 5)] (1. 5ml) 
SraSftlU GF/Fif7«5lt (Whatman^:) "C*> 
40 iS % (1. 5ml) T?ifci£Lfcp 3«<0 

T> y-e h^^^^fe-ettoiS^ttJBtt, SSTR1- 
8-3SriI^Lfc 0 

[0 4 2 3] (4) t h • yvh^^fyut^-S 
eit^y^-r^2 (SSTR2) DNA^n-^ 
h - S STR 2 c DNA<^J^ffiSi^J (^d->- 

v^>-^ . • if • • TJifx- • ^-y • -y- 

-Y^iV^ • 3.— ni^^i— (Proc. Natl. Acad. Sci. , US 
A), 8 9#, 251-255 1 9 9 2« 
50 DNA^y^-PT-l^a:r;PT-2^L 
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tz a PT- 1 (DgE^te, S'-GGTCGACACCA 
TGGACATGGCGGATGAG— 3' (gB#l# 

7) X'tb*)* ?T-2<0&M&. 5 ' — G G T C G 
ACAGTTCAGATACTGGTTTGG-3' 
{&M&^: 8) -C&5 0 t hTiScDNA (*u>- 
*^D^#f7 17 3-1) Sr»S!i: tti 
^fco ScDNA 1 n gl-mffSDNA^y 
ilfil25pmo lj[jnt, TaqDNA/fy^7-f 

(s«iB(«c)) 2. 5*Mffi^t7Ky^7-^iis 

j£«rfTofc 0 SJCffim^cli, ifu|5Ta qDNA^^7 

-if z Kt^m^m^ o EJtaMtn, 94t: 

-C3 08>IHL 5 21C-C-2 Otfrlffl. 7 2tt*6 0W^l 

-fX (j£jl. lkb) ODNAWtt^SWKiflllSft 
Ti^fc. KDNAWrWSrr^fo-^y/u^fcflf^fEo 

teuku h i n c u-th-r h-eiBSUfcpuc us 

(Escherichia coli) JM1 0 9 IdJKKSsifc Lfc D E£D 

(No. 5ioJ:t^No.7) il&U **fe««rfflir^fcaili* 
XK$«MWrSB3 7 3ADNA^yf- (T^^^f 
Y'^X^^Mm) TttPADNAWtf^atfEEfll* 
fllfg Lfc £ r. 6, No. 5t*C0 S a 1 I - B s t P I 7 

7 0^<-;*Wfr©eW*Kj6yE»as 1 ^rgf»»$ix, N 

o. VfaCDB s t P I - S a 1 I m<0 3 6 0 *&\Y\<D 
EM*«cuaK»* 1 *-0f»B*lxfc. <^CT\ No.5»<D 

B s t P I - S a 1 I Krit^«tt5No. 7t*COB stPI- 

Sa 1 I «rl*^fc»!9<DWfi-«r, 

K£««Lfc D K^ADNA^rit^iga 
[04 2 4] (5) th-y^wfyut^-s 

e«*^^>T^ , 2 (SSTR2) DNA«i/7^; 

CHO (^^^^-X/NA^^-^ift) »jja-x?^«s.^< 
— £ LTi±, HiJfS (2) Ei^pAKKO-1 1. 1 
S:fllV\fc. hTJs2 (4) 1?f bHfct h • S STR2 cD 
NAWitS:*-*-*^^^ K5m g*»JI8»«Sa 1 I 

h-SSTR2£=* — K~T£ 1. Ik bOD NAHM'S: 

1 (5. 5kb) 1 #t g *r S a 1 I "CfHfbL, fc h • S 
STR 2 DNA^fK"^^Ai"-5fca6cD^ n— ^v^gfl 

e^wtfco nzftm^tf—mtib 1. lkb^DN 

A»fJt£:T4DNAy IffcflivvclS^U fij£*«r 
H^/^>^^Si:r±lgJMl 0 9f£*?AU 
^^^co^^.^t h • SSTR2 

-^-^S#UTW*rft^»A*ttfc»a^9^^ KpA 
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c o i zmtz 0 z<nmw&Wi:fc&^>~ ytr ^ y 

(Esherichia coli) JM109/pAC0U M^-t 

[04 2 5] (6) M h • ^ 
(SSTR2) DNAOCHO (dh 

f r ) mm^<om*t&& 

CHO (d h f r ) SBflSl X 1 O'&Bl&Sr. (S8cra 
tDv'-r— u^r/B^T, 1 0%£^flkJEik?f?£r^tf^AF 

i2»«-c2 4i$ffl8su ro^flSfcMie (5) -e# 

10 /htF-SSTR2cDNA^7^;K pACO 

1 , 1 0 u g £* y >j^^7^>^ Afc (Cell Phect Trans 
fection Kit; Pharmacia) t'SALfc, iA2 4^S8 
^, 0%»W^i/»liajfiL»«r*tfDMEMJ»«S 

fc % DHFR 4 »fi) ZWRVtZo 

U kh«SSTR2§:iiiMt5)lil«, SSTR2 
-HS 5-9£il^Lfc 0 

[0 4 2 6] (7) t h • y-7h^^fyut^-l 

20 afty^^/S (SSTR3) DNAO^D-^y^ 
<k*PGDb: h • S STR 3 cDNA^ME^J Ou3r^ 
7-^yK;y;ov?- (Mol. Endocrinol.) , 6 

2 1 3 6-2 1 4 21, 1 9 9 2^1 DNA 
^-y=f^— % S3-li3j:{;S3-2mLfc 0 S3 
-lOgd^Jfi, 5* -GGTCG ACCTC AACCA 
TGGACATGCTTCATC — 3' (SE1^J#^ : 

9) T*fc«9. S3-2C0@S^Jil. 5* — GGTCGAC 
TTTCCCCAGGCCCCTACAGGTA-3' 
(EMS*: 1 0) T-&£ 0 IffltLm t hjfefeffc 
30 DNA (^o>^;y^f± x ^^nmCL 6 5 50- 
1) ^^f:o ^DNAO. 5ng(lHi)f2DNAty ^ 
v-^iXfn2 5pmo 1M, PfuDNA/tfy> 

7— {*h??v->(m) 2. 5*ttfrffl^t*y 

^7— !fjS8HR^^tTo^ 0 SJ^?K)B^c«, Pf uDN 

Ji, 9 4tT'im 63*C-Cl^ra. 75^-02^(18 
iSrit^^;^U, 3 51M^»BigLfco 
«: 1 %7^p-^y;ut?aa*ilfct 

3kb) ODNA»rit*s«*JIW^iaB 

[0 4 2 7] (8) t h • h^^^^Uir^^— ^ 
g^^^^^ 3 (SSTR3) DNA(DM/7^^ 

CHO»W^^^-i:Ltll Buffi (2) ffiiffi 
OpAKKO-1 1 lSrffll^o HUlS (7) T*#^ttfc 
t h • S STR 3 DNA^ff^^^^ K 5 fjt 

&*mm$msa 1 itmtti, i%T#u-;*y 

50 3 k bODNABfjtSrleWXbfeo ^tt, HiJia^m^ 
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1 1 (5. 5kb) 1 n g £ S a 
1 I "Ci8ffc: U t h • SSTR3 DNAWrfrS:#Ai- 

kl. 3 k b(DDNAlrit^^T4DNAy -tf£/B 
v>T*&^U K^««r46fk*yu^i>^ffijrT*:JBiB JM 
1 0 9CSAU ^IKft^t^^t h • S STR 3 

«S/7^> KpAl - 1 1-SSTR3^ 0 * 
CD7f£ff*fc&f££^ !Jt7 =3 y (Escherichia col 
i) JM109/pA-l-ll-SSTR3i:^t 

[0 4 2 8] (9) t h • Wh^^f yut^-I 
ett^^^3 (SSTR3) DNA(OCHO (dh 

f r ) Mf&~-<DmAh&m 

CHO (dhfr') ffflfal X 1 0 6 [1^8 cm 

i2»»t2 4isffi«su z<Dmm\^mm (5) t-# 

f:th-SSTR3 DNAM^7^;K pA-1 
-11-SSTR3. lOMg^y^^ 1 )^^ 
iALf: 0 »A2 4«PM«. ttHftSrl 0%2Sff*2xKrJfi 

a *m& (-r dhfr 4 w £ii#iL 

M^^D^^l, rftfc^*Bji&<oy^ b^^- 
^uir^-geHamfE^HuSB (3) e**v<>r ^ 

>r flSI^Lfc:,, r 5 I- LT. y-^ 

h^^^-^^tt^iS^aaflSt*, SSTR3-15- 
1 9^iStRUfc 0 

[0 4 2 9] (10) t h • V-e h^^^^Uir^^ — 
^fiff-^y^^^ (SSTR5) DNA(D^n-^y 
^(Ob h • S S T R 5 c DNAcO^Sii^J [Biochem. 

Biophys. Res. Commun. , 1 9 5f, 844 — 852 
Ms 1 993^1 \cm^. DNAty^v- S5- 

lioJ:t5S5-2$r^L^ 0 SS-lOiE^Jfi, 5' 
— GGTCGACCACCATGGAGCCCCTGT 
TCCC-3' (m^m^- : 1 1) Trfe^. S5-2tf) 
5' -CCGTCGAC ACTCTCACAG 
CTTGCTGG-3' (ffi^J#^- : 1 2) "C&So 

P^fCL 6 5 5 0-l) £/HV^c 0 iDNAO. 5 
n g^HiJfgDNA^y =*-v — £*rix^*L2 5 p m o 1 ^JD 
X_„ PfuDNA^y^y-f UF7^^(ft)) 
2. 5J^ffi*fflV^r^y > ^-HfattRfcifrofc. s 

jCaaarici*, PfuDNA^y>9-fi:S#Shfcffi 

*«|£ttofc 0 Rj£#H*H±. 9 4ttlM 6 6tT 
l#ra, 7 5t:t2M^lt^^/^U, 3 5t>/ 

gWir-TS^X (f&i. ikb)OD 
NA»f>T-3asw»tt«-«*B*ixru^ 0 ssis (1) e*w> 

J: 9 g£D N Atf tf<att£B£l«:«KB Lfc t d 5, 
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[04 3 0] (11) t: h • h^^^-^Uir^^ — 
I0Sf^-f/5 (SSTR5) DNAO^S^^ 

cHoMw^^^-itrit mm (2) 124s 

(Dp AKKO- 1 1 1 £rJEl^ 0 itu^S (10) Xftbtl 
fcfc h • S STR 5 DNAlrfr^tS^^ ^ K5 
n^WISa 1 I-C«ffcLfc«, l%T;tfn-* 

10 y/um^K^fi 1 ^, t h • SSTR5fc3-KtS 
1. 1 k b<&DNA»rfr&lHliRL;fco ttt, fiu9203£ 
$^^-pAKKO-lll (5. 5kb) 1 p. g §r 
Sail TitffcU t b • S STR 5 DNA#rJt£^ 
A-rS^^O^n-^v^BPffi^^U^o HS3§gi-<* 
Ertf-£ 1. Ik bODNAErJf ££T4DNAy # 
— tf«rfflv*Ttt^U KJCiftSri&fk^^v'^^fe^T*: 
IfJMl 0 9fC>gAU »Kte»*©+*»fet h • s 
STR 5 DNAHfit^/o^- ^— UTKS^fRjt- 
}f A$tb^m^7^^ KpAl-l 1 - S STR5£r 

20 #fd 0 :«f»^^yt7 ^y (Escheric 
hia coli) JM1 0 9/pA-l-l l-SSTR5t 

[0 4 3 1] (12) t h • y-^ h-X^^Uir:/* — 
leSt^-f/S (SSTR5) DNAWCHO (d 
h f r ) «^(D^A<t^m 

CHO (d h f r~) MS 1 X 1 0 6 *M£. H^8 cm 

w^>t-^ffl^t, i o%^^i^jfiLfs^tf^^F 
i 2s»-c2 4i§ib«su ^<omm^mm a d -e 

§tt h • SSTR5 cDNAM/7^; K pA- 
30 1-11-SSTR5, lO/zg^y^^^^S 

]aj&LfiJSr-&tfDMEM«»{C»x.T, ^it^nn- 
«rJgfiKi-sailS (-Tft*>*>. DHFR 4 »J3S) £i!#lL 

>uir^— san*s^«TB(riB (3) Bi^/MyT* 
>f s/ir J: flaOJg bfc 0 rtf>£5MLT, y-^ 

h ^ ? = 7-^1&&m&<D&s< ^mjfcft. SSTR5-32- 
4£il*RLfc 0 

40 [0 4 3 2] SWJ3 lJ6 I-y-7h^^f^I 

n<o%:®fti&&m.mm (%) *#«>fc. 

[0 4 3 3] KH»«rT s/-fe>Tffl^iy7r--e*3RU 
3Mg/ml^U, ^(^1 7 3/ilfo^L 

fc 0 «ftftH^S»UcDMSOS«2yl,!:, 200 

mmistzo &*m&&&mi£'tz>tiibfc^ dm so 2 

50 /x 1£ 2 0 0 pMC0 ,2B I -y-^ h^^^>-2 5 /i 1 1 SrSS 
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<5fc#>(^ 1 0 0 /iMcoy-^ hx^f ycoDMSi 
2 /* U: 2 0 0 pMO 125 I -V-^ Y*?^^- 1 4( 

» 2 suit&rnnistzEj&mi>mmz.fflM\sfz Q 25 

fc!7$/hvy^7^7^;u^- (GF-B) Sr/B^TS 

53K±ic«ofe i2S i -y-^ h**^- 1 Atotmm 

* (%) 
[0 4 3 4] 
[&1] 



80 



10 



(TB-SB) / (TB-NSB) X100 
SB :<b^»£Jn*fc*:$©^TStt 
T B : S^lS^tt«?SS 
N S B : JMMMW&tt 

[04351 &tz. *«»«©a«t»kstTiaw 

[0 4 3 6] 
ttl] 







IC„ (nM) 






SSTR2 


SSTR3 




4 


0.08 


100 


500 


1 7 


0.1 


80 


500 



[0 4 3 7] -tlX *) % (I) * fetter 

O^Ji, t h*3J:t57jyh^y^h^^fy$8ft^ 20 

[0 4 3 8] 

a«^«*fctt»j|!!l*rfl£5Rftftif) , 
[043 9] 30 

[mm? y-T*xh] mmamtt : 1 pcr 

SEQUENCE LISTING 



EJWSJflW* : 5 PCRffl^^HTMt 

S<t5RtfSlx^y =f^^u*^ K 

EWSE^JS-g- : 7 PCRffl/7^-7-^ LTfMlT 

<5«fc3Rfff$*Lfc*-y =/^^u^K 

EiRISEfllS*: 8 PCRffl/7W^-i:Lt^t 

S£5Rtf£*Lfca-y ^X^u^K 

E?iJ*E«*f : 9 PCRffl/^v-i: LT^/BiT 

E?I*E«#*: 1 0 PCRffl^^^-^rtt^ 

-r & £ 3 Rtf^n^ y ^ k 

E^J»#^: 1 1 PCRjl^^f^-iLTffl 
i-6<fc 3Rfff*tLfe^-y K 
PJffl»^: 1 2 PCRffl/7^-7-i:tTOT 

J: 3 RW Stilt* V=**? ystt K 
[0 4 4 0] 



<110> Takcda Chemical Industries, Ltd. 

<120> Amine Compounds 

<130> A4825 

<150> JP P2000-260890 

<151> 2000-08-25 

<160> 12 

<210> 1 

<211> 28 

<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 1 

GGCTCGAGTC ACCATGAGCG CCCCCTCG 28 

<210> 2 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 2 

GGGCTCGAGC TCCTCAGAAG GTGGTGG 27 
<210> 3 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 3 

AAGCATGAAC ACGCCTGCAA CTC 23 
<210> 4 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 4 

GGTTTTCAGA AAGTAGTGGT CTT 23 
<210> 5 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 5 

GGTCGACCTC AGCTAGGATG TTCCCCAATG 30 
<210> 6 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 6 

GGTCGACCCG GGCTCAGAGC GTCGTGAT 28 
<210> 7 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Oligonucleotide designed to act as primer for PCR. 
<400> 7 

GGTCGACACC ATGGACATGG CGGATGAG 28 
<210> 8 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 8 

GGTCGACAGT TCAGATACTG GTTTGG 26 
<210> 9 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 9 

GGTCGACCTC AACCATGGAC ATGCTTCATC 30 
<210> 10 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 10 

GGTCGACTTT CCCCAGGCCC CTACAGGTA 29 
<210> 11 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 11 

GGTCGACCAC CATGGAGCCC CTGTTCCC 28 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 12 

CCGTCGACAC TCTCACAGCT TGCTGG 26 
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(51) Int. CI. 7 

A 6 1 P 1/18 
3/04 
3/06 
3/10 
3/14 
5/46 
9/10 



10 1 
10 3 



F I 

A 6 1 P 1/18 
3/04 
3/06 
3/10 
3/14 
5/46 
9/10 



9/14 


9/14 


11/06 


11/06 


11/16 


11/16 


13/12 


13/12 


17/02 


17/02 


17/06 


17/06 


17/14 


17/14 


17/16 


17/16 


19/02 


19/02 


19/08 


19/08 


19/10 


19/10 


25/00 


25/00 


25/04 


25/04 


25/08 


25/08 


25/18 


25/18 


25/20 


25/20 


25/22 


25/22 


25/24 


25/24 


25/28 


25/28 


27/06 


27/06 


29/02 


29/02 


31/04 


31/04 


31/06 


31/06 


31/10 


31/10 


31/12 


31/12 


31/14 


31/14 


31/16 


31/16 


31/18 


31/18 


31/20 


31/20 


35/00 


35/00 


35/02 


35/02 


35/04 


35/04 


37/02 


37/02 


37/08 


37/08 



10 1 
1 0 3 



mmrnm- ysm sub 



2Ti5S*3 mm 
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F $ — J* 4C063 AA03 AA05 BB04 CC14 DD06 

EE01 

4C086 AAOl AA02 AA03 AA04 BC28 
GA07 GA12 MAOl NAM NA15 
ZA02 ZA05 ZA06 ZA08 ZA12 
ZA15 ZA16 ZA18 ZA33 ZA34 
ZA36 ZA40 ZA45 ZA59 ZA68 
ZA70 ZA73 ZA75 ZA81 ZA89 
ZA92 ZA96 ZA97 ZB05 ZB26 
ZB27 ZB32 ZB33 ZB35 ZC33 
ZC35 ZC39 ZC42 ZC55 
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